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Abstract of EA4634 

1. An isolated monoclonal antibody or antigen-binding portion thereof which binds to an extracellular 
domain of prostate-specific membrane antigen (PSMA), wherein the antibody or antigen-binding portion 
binds live cells. 2. An isolated polyclonal antibody or antigen-binding portion thereof which binds to an 
extracellular domain of prostate-specific membrane antigen (PSMA), wherein the antibody or antigen- 
binding portion binds live cells. 3. An antibody or antigen-binding portion thereof according to claim 1 or 2 
which are capable to use agents active in a cell. 4. An antibody or antigen-binding portion thereof 
according to claims 1-3, wherein the antibody or antigen-binding portion thereof is an IgG isotype 
antibody. 5. An antibody or antigen-binding portion thereof according to claims 1-4, wherein the antibody 
or antigen-binding portion are selected from a Fab fragment, F(ab*)2 fragment and Fv fragment. 6. An 
antibody or antigen-binding portion thereof according to claims 1-5, wherein the antibody or antigen- 
binding portion competes for binding PSMA to the antibody selected from the group consisting of 
monoclonal antibody E99, J533 and J591. 7. An antibody or antigen-binding portion thereof according to 
claim 6, wherein the antibody or antigen-binding portion competes for binding PSMA to the monoclonal 
antibody J591 . 8. An antibody or antigen-binding portion thereof according to claims 1-5, which binds to 
an extracellular epitope PSMA which is also recognized by an antibody selected from the group consisting 
of monoclonal antibody E99, J533 and J591. 9. An antibody or antigen-binding portion thereof according 
to claim 8, which bind to an extracellular epitope PSMA which is also recognized by monoclonal antibody 
J591. 10. An antibody or antigen-binding portion thereof according to claims 1-5, wherein the antibody or 
antigen-binding portion competes for binding PSMA to the monoclonal antibody J415. 11. An antibody or 
antigen-binding portion thereof according to claim 10, which binds to an extracellular epitope PSMA which 
is also recognized by monoclonal antibody J415. 12. An antibody or antigen-binding portion thereof 
according to claims 1 or 3-5, wherein the antibody is selected from the group consisting of monoclonal 
antibody E99, J533, J415 and J591. 13. An isolated antibody or antigen-binding portion thereof according 
to claim 1 or 3-4, produced by a hybridoma having an ATCC Accession Number selected from the group 
consisting of HB-12101, HB-12109, HB-12127, and HB-12126. 14. Which comprises an antigen-binding 
portion of an amino acid sequence selected from the group consisting of SEQ ID NO:8 (variable heavy 
chain) and an amino acid sequence SEQ ID NO: 19 (variable light chain). 15. An antibody or antigen- 
binding portion thereof according to claim 14, which comprises an antigen-binding portion of an amino 
acid sequence of SEQ ID NO: 8 (variable heavy chain) and an amino acid sequence SEQ ID NO: 19 
(variable light chain). 16. An antibody or antigen-binding portion thereof according to claims 1-5, which 
comprises an antigen-binding portion of an amino acid sequence encoded by a nucleic acid sequence 
selected from the group consisting of SEQ ID NO:6 (variable heavy chain), and nucleic acid sequence 
SEQ ID NO: 17 (variable light chain). 17. An antibody or antigen-binding portion thereof according to 
claim 16, which comprises an antigen-binding portion of an amino acid sequence encoded by a nucleic 
acid sequence from SEQ ID NO:6 (variable heavy chain) and an antigen-binding portion of an amino acid 
sequence encoded by a nucleic acid sequence from SEQ ID NO: 17 (variable light chain). 18. An isolated 
antibody or antigen-binding portion thereof according to any one of claims 1 to 17, wherein the isolated 
antibody or antigen-binding portion thereof is bound with a cytotoxic drug. 19. An isolated antibody or 
antigen-binding portion thereof according to claim 18, wherein the cytotoxic drug is selected from the 



http://v3.espacenet.com/textdoc?DB=EPODOC&IDX=EA4634&F=0 



2/18/2005 



esp@cenet document view 



Page 2 of 3 



group consisting of a therapeutic drug, a compound emitting radiation, molecules of plant, fungal, or 
bacterial origin, biological proteins, and mixtures thereof. 20. An isolated antibody or antigen-binding 
portion thereof according to claim 19, wherein the cytotoxic drug is a compound emitting radiation. 21. An 
isolated antibody or antigen-binding portion thereof according to claim 20, wherein the compound emitting 
radiation is an alpha-emitter, beta emitter or gamma emitter. 22. An isolated antibody or antigen-binding 
portion thereof according to claim 21 , wherein the compound is selected from the group consisting of 
<212>Bi, <213>Bi, <211>At, <186>Re, <90>Y and <131>L 23. An isolated antibody or antigen-binding 
portion thereof according to claims 1-22, wherein isolated antibody or antigen-binding portion thereof is 
bound to a label. 24. An isolated antibody or antigen-binding portion thereof according to claim 23, 
wherein the label is selected from the group consisting of a fluorescent label, a biologically-active enzyme 
label, a radioactive label, a nuclear magnetic resonance active label, a luminescent label, and a 
chromophore label. 25. An isolated antibody or antigen-binding portion thereof according to claim 24, 
wherein the label is selected from the group consisting of <32>P, <125>l, <3>H, <14>C, <188>Rh, 
<131>l, <99>mTc and <111>ln. 26. A composition comprising: an isolated antibody or antigen-binding 
portion thereof according to any one of claims 1-25 and a physiologically acceptable carrier, excipient, or 
stabilizer mixed with the isolated antibody or antigen-binding portion thereof. 27. A composition 
comprising: an isolated antibody or antigen-binding portion thereof according to any one of claims 1-25 
and a pharmaceutical^ acceptable carrier, excipient, or stabilizer mixed with the isolated antibody or 
antigen-binding portion thereof. 28. A kit for detecting PSMA expressing cells comprising: an isolated 
antibody or antigen-binding portion thereof according to any one of claims 23-25 and means to detect the 
label. 29. A kit according to claim 28, wherein cells are cancerous cells. 30. A kit for detecting PSMA 
expressing cells comprising: an isolated antibody or antigen-binding portion thereof according to any one 
of claims 1-22, a label, means for binding the label to the isolated antibody or antigen-binding portion 
thereof and means to detect the label. 31. A kit according to claim 30, wherein cells are cancerous cells. 
32. A kit according to claims 28-31, wherein further comprising a physiologically acceptable carrier, 
excipient, or stabilizer. 33. A kit according to claims 28-31, wherein further comprising a pharmaceutical^ 
acceptable carrier, excipient, or stabilizer. 34. A kit according to claims 28-31, wherein the label is 
selected from the group consisting of a fluorescent label, a biologically-active enzyme label, a radioactive 
label, a nuclear magnetic resonance active label, a luminescent label, and a chromophore label. 35. A kit 
according to claim 34, wherein the radioactive label is selected from the group consisting of <32>P, 
<125>l, <3>H, <14>C, <188>Rh, <131>l,99mTc and <111>ln. 36. A kit according to claims 30-35,' 
wherein cancer is prostate cancer. 37. A kit according to claims 30-35, wherein the cancer is selected 
from the group consisting of renal cancer, urothelial cancer, colon cancer, lung cancer, breast cancer, and 
metastatic adenocarcinoma to the liver. 38. A hybridoma cell line having an ATCC Accession Number HB- 
12101 that produces a monoclonal antibody E99. 39. A hybridoma cell line having an ATCC Accession 
Number HB-12109 that produces a monoclonal antibody J415. 40. A hybridoma cell line having an ATCC 
Accession Number HB-12127 that produces a monoclonal antibody J533. 41. A hybridoma cell line 
having an ATCC Accession Number HB-12126 that produces a monoclonal antibody J591. 42. A method 
for treating, preventing, or delaying development or progression in a subject comprising: providing an 
antibody or antigen-binding portion thereof according to claims 1-25; and administering the antibody or 
antigen-binding portion thereof to a subject in need of treatment under conditions effective to treat, 
prevent, or delay the development or progression of cancer. 43. A method according to claim 42, wherein 
cancer is prostate cancer. 44. A method according to claim 43, wherein the prostate cancer is metastatic. 
45. A method according to claim 44, wherein the metastatic prostate cancer involves a bone marrow or a 
lymph node metastasis. 46. A method according to claims 43-45, wherein the administering is carried out 
after prostatectomy. 47. A method according to claim 42, wherein cancer is non prostate cancer. 48. A 
method according to claim 47, wherein the non-prostate cancer is selected from the group consisting of 
renal cancer, urothelial cancer, colon cancer, rectal cancer, lung cancer, breast cancer, and metastatic 
adenocarcinoma to the liver. 49. A method according to claim 47, wherein the antibody or antigen-binding 
portion thereof binds to vascular endothelial cells proximate to non-prostate cancerous cells or within the 
non-prostate cancerous tumor. 50. A method according to claims 42-49, wherein the administering is 
carried out by parenterally, intravenously, intracavitary, rectally or intramuscularly instillation. 51. A 
method according to claims 42-50, wherein the antibody or antibody-binding portion thereof is internalized 
with PSMA. 52. A method according to claims 42-51, wherein the antibody is administered in conjunction 
with a second therapeutic modality. 53. A method according to claim 52, wherein the second therapeutic 
modality is selected from the group consisting of surgery, radiation, chemotherapy, immunotherapy and 
hormone replacement therapy. 54. A method according to claim 52, wherein the hormone replacement 
therapy comprises treating by extrogen or an anti-androgen agent. 55. A method according to claim 54, 
wherein the anti-androgen agent is an agent for bl 



http://v3.espacenet.com/textdoc?DB=EPODOC&IDX=EA4634&F=0 



2/18/2005 



esp@cenet document view 

Data supplied from the esp@cenet database - Worldwide 



http://v3 . espacenet com/textdoc?DB=EPODOC&IDX=E A4634&F=0 



(19) 



EBpa3MMCK0e 

naieHTHoe 

BGAOMCTBO 



< 11 > 004634 



03) Bl 



(12) OnMCAHME M30BPETEHMq K EBPA3MMCKOMY riATEHTY 

(45) Aara nyejuncaitfiM (51 )7 q 0 1N 33/574, 33/53, 33/569, 33/48 

m BbtAann naTeHTa: 2004.06.24 

(21) HoMep 3a«BKn: 199900033 

(22) flaTanoAann: 1997.07.17 

(54) JIEHEHHE H flHArHOCTHKA PAKA _ 



npnopnTeTHbie flaHHbie: 
60/022125; 08/838682 
1996.07.18; 1997.04.09 
US 

1999.08.26 
PCT/US 97/12035 
WO 98/03873 1998.01.29 
(71 )(73) 3aflBMTe/ib m naTeHTOB/iaae/ieu.: 

KOPHEJIJI PHCEPH ^AYHflEftlllH, HHK. 
(US) 

M3o6peTaTe/ib: 
BaHAep HefijiX. (US) 

npeACTaBMTe^b: 
CBHpHAOBa H.E. (RU) 



(31) 
(32) 

(33) 

(43) 

(86) 

(87) 



(72) 



(74) 



(56) WRIGHT, G.L. Expression of Prostate- 
Specific Membrane Antigen in Normal, 
Benign, and Malignant Prostate Tissues, Urologic 
Oncology. 1995. Vol. 1. No. 1, pages 18-28, 
especially page 18 

MURPHY, G.P. Measurement of Prostate- 
Specific Membrane Antigen in the Serum with a 
New Antibody The Prostate. April 1996. Vol. 28. 
No. 4, pages 266-27 1 , especially page 266 

ISRAELI, R.S. Molecular Cloning of a 
Complementary DNA Encoding a Prostate-specific 
Membrane Antigen, January 1993. Vol. 53. No. 2, 
pages 227-230, especially page 227 

ISRAELI, R.S. "Expression of the Prostate- 
specific Membrane Antigen" Cancer Research. 
April 1994. Vol. 54. No. 7, pages 1807-181 1, 
especially page 1807 
US-A-5489525 



GO 



B 



S3 



CO 
CO 



(57) Hacroamee H3o6peTeHHe HanpaBJieHo Ha ncnojib30- 
BaHHe aHTHTeji hjih hx cBH3biBaiomHxqacTeH, 30H- 
flOB, jmraHflOB HJiHflpyrHX SHOJiormecKHx areHTOB, 
KOTopue jih6o pacno3HaioT BHeKJieTOHHbiH aomch 
npocTaT-cneuHtJ)HHHoro MeM6paHHoro aHTHreHa, 
jih6o CBH3biBaioTCH h HHTepHajiH3yioTCfl c npocTaT- 
cneuH(J)HHHbiM aHTHreHOM. 3th 6HOJionmecKHe areH- 
th MoryT 6biTb noMeneHbi h Hcnojib30BaHbi ajih 06- 
Hapy>KeHHH oHKOJiornnecKHX TKaHeft, oco6eHHO oh- 
KOJionmecKHX TKaHefi, HaxoflflmnxcH paaoM c sh^o- 
TejiHajibHbiMH KJieTKaMH cocy^OB hjih co,aep>KamHx 

HX, KOTOpbie SKCnpeCCHpyiOT BHeKJieTOHHblH flOMeH 

npocTaT-cneuH(j)H4Horo MeM6paHHoro aHTHreHa. 
Me^eHbie 6HOJiorHHecKHe areHTbi TaioKe MoryT 6biTb 



Hcnojib30BaHbi ajih onpeaejieHHH HopMajibHbix, ao6- 
poKanecTBeHHbix rnnepnjiacTHHecKHx h 3JiOKaqe- 
cTBeHHbix anHTejinajibHbix KJieTOK npocTaTbi hjih hx 
nacTen. Ohh TaK>Ke MoryT 6biTb Hcnojib30BaHbi ot- 

AeJIbHO HJIH B CBH3H C BemeCTBOM, 3(J)(j)eKTHBHbIM flJlH 

yAajieHHH hjih yMepmBJieHHH t3khx KJieTOK, b Ka^e- 
CTBe TepanHH paKa npocTaTbi hjih flpyrax THnoB paKa. 
TaK>Ke pacKpbiTbi HeTbipe KJieTOHHbie jihhhh rn6pH- 
jxom, Ka>KAafl H3 KOTopbix npoayuHpyeT mohokjio- 
HajibHoe aHTHTejio, pacno3Haiomee BHeKjieTOHHbie 
AOMeHbi npocTaT-cneuHc|)HHHbix MeM6paHHbix aHTH- 
reHOB HopMajibHbix, Ao6poKanecTBeHHbix rnnepnjia- 

CTHHeCKHX H 3JI0KaHeCTBeHHbIX3nHTeJIHaJIbHbIX KJie- 
TOK npocTaTbi hjih hx nacTeft. 
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Haeroamafl 3a*BKa 3amHiuaeT npeHMymecTBa 
npe^BapHTejibHofi 3a*BKn Ha naTem CLQA 
60/022,125, no^aHHOH 18 hkwih 1996 ro/ja, h hb- 

JIHIOmeHCfl HaCTHHHbIM npO^OJDKeHMeM 3a«BKH Ha 

nareHT CILIA c nop^KOBWM HOMepoM 08/838,682, 
noaaHHOH 9 anpejia 1997 roaa, b kotopoh 3ajiBJie- 
hu npeHMymecTBa npeaBapHTejibHOH 3£wbkh Ha 
naTeHT CUIA c nopfljncoBbiM HOMepoM 60/016,976, 
noaaHHOH 6 Maa 1996 roj^a. 

06jiaCTb T6XHHKH 

HacToamee H3o6peTeHHe othochtch k jiene- 
hhk) h ^HamocTHKe paxa npn noMomn 6hojiofh- 
necKHx areHTOB. 

npeanocbiJiKH M3o6pereHHsi 

HecMOTpa Ha yjiyHiueHHbie cnoco6bi jieneHHH 
onpe^ejieHHbix (j)opM paKa, oh npoaojiacaeT ocTa- 
BaTbca BeaymeH npnHHHOH CMepTHOCTH b Coe^H- 
HCHHbix UlTaTax. llocKOJibKy uiaHC Ha nojiHyio 
peMHCCHK) paKa b 6ojibuiHHCTBe cjiynaeB cHJibHO 
yBejiHHHBaeTca npn paHHefi flHarHocraKe, to abjih- 
ercfl KpaftHe acejiaTejibHbiM, hto6m Bpann hmcjih 

B03M05KHOCTB onpenejniTb paK JXO 3HaHHTeJIbHOrO 

pa3BHTHa onyxojiH. O^HaKO pa3BHTHe cnoco6oB, 

KOTOpbie n03BOJIHIOT npOBO^HTb 6bicTpoe H flOCTO- 

BepHoe onpe^eJieHHe MHornx (j)opM paKa, npoaoji- 
>KaeT HBJiflTbCH npo6jieMOH jjjui MeflHUHHCKoro 

C006meCTBa. OflHOH H3 TaKHX HJUIIOCTpaTHBHblX 

$opM pana HBJ15ICTCH paK npocTaTbi. 

Pax npocraTbi HBJiJieTCH HaH6ojiee HacraM 
THnoM paKa y MyncHHH c ohchkoh 317 000 cjiynaeB 
jxo 1996 rojta b Coe^HHeHHbix LLTraTax. 3to bto- 

pail npHHHHa CMepTHOCTH Cpe/IH MV5KHHH, yMH- 

paiomHx ot Heonjia3HH, oueHHBaeMaa b 40 000 
CMepTeH b ro,a. CBoeBpeMeHHoe onpeaejieHHe h 
jreneHHe HeoGxojmMbi juin CHHHceHHfl CMepTHOCTH, 
Bbi3BaHHOH paKOM npocTaTbi. 

Onpe/jejieHue paKa npocraTbi 
Kor.ua paK npocTa™ £acr MeTacTa3bi, oh ot- 
aaeT oco6oe npejjnoHTeHHe kocth h jiHMtj)aTHHe- 
ckhm y3JiaM. Saitoh et al., "Metastatic Patterns of 
Prostatic Cancer. Correlation between Sites And 
Number Of Organs Involved," Cancer. 54:3078- 
3084 (1984). Ha momcht kjihhhhcckoh jmarHOCTH- 
kh ao 25% nauneHTOB hmciot MeTacTa3bi b koctjix, 
noflTBepacaeHHbie paanoH30TonHbiM cKaHnpoBaHH- 
eM. Murphy, G.P., et al./"The National Survey of 
Prostate Cancer In The United States By The 
American College of Surgeons," J. Urol., 127:928- 
939 (1982). £loKa3aHo, hto TOHHaa KJiHHHnecKaa 
oueHKa BOBJieneHH5i y3JioB HBJiaeTCfl 3aTpyjmeH- 
hoh. BH3yajibHbie Mcre/ibi, TaKHe KaK KOMnbKvrep- 
Han TOMorpa<J)H5i ("CT") hjih MarHHTHbifi pe30HaHc 

("MR"), He flaiOT B03M03KHOCTH OTJIHHHTb BOBJie- 

neHHfl jiHM^aTHHecKHx y3JioB npH ^aBiueM MeTa- 
CTa3bi paKe npocraTbi no flpyroMy KpHTepHK), Kpo- 
Me pa3Mepa (T.e., >1 cm). rio3TOMy, onpe^ejieHHO, 
3th BH3yajibHbie cnoco6bi no CBoefi npnpoae He- 
h y b ctb HTeji b h bi npH onpeiiejieHHH 3a6ojieBaHHH 
Majioro o6T>eMa (<1 cm), TaKace KaK h Hecneun- 
^HHHbi npn onpe^ejieHHH aneHonaTHH 6ojibuiero 
o6i»eMa. He^aBHHMH HccjieaoBaHHHMH 6biJia onpe- 
AejieHa TOHHoctb MR y nauneHTOB c kjihhhhcckh 



jioKajiH30BaHHbiM paKOM npocTa™. Rifkin et al., 
"Comparison of Magnetic Resonance Imaging And 
Ultrasonography In Staging Early Prostate Cancer," 
N. Engl. J. Med., 323:621-626 (1990). B 3TOM hc- 
cjieaoBaHHH MR no/jBeprjmcb 194 nauHeHTa, h y 

185 H3 HHX npOBOflHJlH BCKpblTHe JIHM(j>aTHHeCKHX 

y3JiOB. 23 (13%) nauHeHTa hmcjih naTOJiornnecKH 
H3MeHeHHbie jiHMqbaTHnecKHe y3Jibi. I~Io,ao3peHHe 
no MR 6bmo TOJibKO y 1 H3 3Thx 23 cjiynaeB, T.e. 
nyBCTBHTeJibHOCTb cocraBJnuia 4%. Cxo,UHbie pe- 
3yjibTaTbi 6buiH OTMeneHbi h npn Hcnojib30BaHHH 
CT CKaHHpOBaHHJi. Gasser et al., "MRI And Ultra- 
sonography In Staging Prostate Cancer." N. Engl. 
K. Med. (Correspondence), 324 (7):49-495 (1991). 

riOBblUieHHe aKTHBHOCTH KHCJIOH <J)OC<})aTa3bI 

b cbiBopoTKe nauneHTOB, HMeromnx MeracTa3H- 
pyiomyK) KapuHHOMy npoeraTbi, 6buio BnepBbie 
onncaHO TyTMaHOM c coaBTopaMH (Gutman et al., 
J. Clin. Invest 17:473 (1938). ripn paKe npocTaTbi 
KHCJiaa (^oc(J)aTa3a npocTaTbi BbicBoSoac.aaeTca H3 

OHKOJIOTHHeCKOH TKaHH B KpOBflHOe pyCJIO, npHBO- 
m K TOMy, HTO 06iHHH ypOBCHb CblBOpOTOHHOH 

khcjioh qboc(^aTa3bi MoaceT 6biTb 3HaHHTejibHO yBe- 

JIHHeH OTHOCHTejlbHO HOpMaJIbHblX KOJIHHeCTB. C 

Toro BpeMeHH Gmjih ocymecTBJieHbi MHoroHHCJieH- 
Hbie HCCJie,aoBaHHfl 3Toro (JepMeHTa h ero otho- 
uieHHe k paKy npocTa™, HanpHMep, y Yam, Amer. 
J. Med. 56:604 (1974). OflHaKO, kojimhcctbo cbibo- 
POTOhhoh khcjioh (^oc$aTa3bi noBbiuieHo y, npH- 
MepHo, 65-90% nauneHTOB, HMeiomnx KapuHHOMy 
npocTa™ c MeTacTa3aMH b kocth; y, npHMepHO, 
30% nauneHTOB 6e3 peHTreHOJiorHHecKoro 40Ka3a- 
TejibCTBa MeracTa3HpOBaHHfl b kocth; h y TOJibKO, 
npHMepHO, 5-10% nauneHTOB, He HMeioiunx kjih- 
HHHecKH .aocTOBepHbix MeracTa30B. 

npH npe^ujecTByiomnx nonbiTKax pa3pa6o- 
TaTb cneuH<j)HHecKHH TecT Ha npocTaTHHecicyio 
KHCJiyio 4»oc(J)aTa3y nccjie^0BaHH5i b 3toh o6jiacTH 
HMejiH jiHuib orpaHHneHHbiH ycnex, TaK KaK mcto- 
jxqmu, KOTopwe ocHOBaHbi Ha aKTHBHOCTH (JepMeH- 
Ta hjih TaK Ha3bmaeMOM "cneuH^HnecKOM" cy6- 
cTpaTe, HeB03MO)KHo npHHHTb bo BHHMaHHe ^pyrae 

GHOXHMHHeCKHe H HMMyHOXHMHHeCKHe pa3JIHHHfl 

Me^cay MHorHMH khcjibimh (^oc$aTa3aMH, KOTopwe 

He HMeiOT OTHOUieHHM K aKTHBHOCTH ^epMCHTa 

npocTaTHH ecKoro npoHcxo^eHHfl. B cjrynae H3o- 
^epMeHTOB, T.e. reHeroHecKH o6ycjiOBJieHHbix 
(J)epMeHTOB, HMeioiunx o^HHaKOByio xapamrepHyio 

4>epMeHTaTHBHyK) aKTHBHOCTb H CXOJ5HyK) MOJieKy- 

jinpHyio CTpyKTypy, ho pa3JiHHaiomHxcfl no aMH- 
HOKHCJioTHbiM nocjie^OBaTejibHocTaM h/hjih no 
co^ep>KaHHK) h, no3TOMy, HMMyHoxHMHHecKH pa3- 
jiHHHbix, Ka3ajiocb 6bi HeB03MoacHO no caMOH npn- 

pO^e pa3JIHHHTb (J)OpMbI pa3JIHHHbIX H30(J)epMCHTOB 

npocTO nyTeM Bbi6opa onpe^ejieHHoro cy6cTpaTa. 

FI03TOMy Hey^HBHTeJIbHO, HTO HH OJ^HH H3 3THX 
H3BeCTHbIX CnOC060B He HBJIHeTCfl BblCOKOCneUH- 

(J)HHHbiM jiji^ npflMoro onpe^ejieHHfl bjcthbhocth 
khcjioh (^oc(J)aTa3bi npocraTbi; HanpHMep, cmotph- 
T e Cancer 5:236 (1952); J. Lab. Clin. Med. 82:486 
(1973); Clin. Chem. Acta. 44:21 (1973); h J. 
Physiol. Chem. 356:1775 (1975). 
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B flonojiHeHHe k yxa3aHHbiM npo6jieMaM He- 
cneuH(J)HHHOCTH, KOTopwe, OKa3biBaiOTCH npncy- 
luhmh MHorHM peareHTaM, Hcnojib3yeMbiM b H3- 
BecTHbix aHanorax onpe/jejieHHJi khcjioh qboc- 
4>aTa3bi npocTaTbi, HMeiOTca jiaHHbie o noBbimcHHH 

CblBOpOTOMHOH KHCJIOH (J)0C(l)aTa3bI, CBJI3aHHOM C 

ApyrHMH 3a6ojieBaHH«MH, hto eme 6ojiee ycjio>K- 
Hfler npo6jieMy nojiyneHHfl aocTOBepHoro kjihhh- 
necKoro o6Hapy»eHHA paKa npocTaTbi. HanpHMep, 
y Tuchman et al., Am. J. Med. 27:959 (1959) 6bijio 

OTMeneHO, HTO ypOBHH CblBOpOTOMHOH KHCJIOH 

4^occJ)aTa3bi 0Ka3biBaeTCH noBbiiueHHbiM y nauneH- 
tob c 3a6ojieBaHHeM Toiue. 

H3-3a HeH36e»cHbix cjioacHOcreH b pa3pa6oT- 
Ke "cneuH^HMecKoro" cy6cTpaTa jxna khcjioh <J)oc- 
4>aTa3bi npocTaTbi HeKOTopwe HccjieflOBarejiH pa3- 
pa6oTaJiH HMMyHOXHMHHecKHe MeTojibi jjjih onpe- 
J\CJ\GHHK KHCJIOH (J)oc<}>aTa3bi npocTaTbi. OjlHaKO 
paHee onncaHHbie HMMyHOXHMHHecKHe Memabi 
o6jiaaaiOT co6ctb eH h bi m h h e/jo CTaTKaM h , KOTopbie 
noMeujajiH hx mnpoKOMy pacnpocTpaHeHHio. Ha- 
npHMep, UlyjibMaH c coaBTopaMH (Shulman et al., 
Immunology 93:474 (1964)) onncbmanH HMMyHO- 
^Hqb4>y3HOHHbiH TecT juih onpejiejieHHfl khcjioh 
qbocqbaTasbi npocTara nejioBeKa. Hcnojib3y5i aHTH- 
CbiBopoTKy, npHroTOBJieHHyK) H3 aHmreHa tkhhko- 
cth npocTaTbi, nojiyneHHOH y nauHemra c 3a6ojie- 
BaHHeM npocra™ peicrajibHbiM MaccaaceM, o6Ha- 

py>KHJIH OTCyTCTBHe KpOCC-peaKTHBHOH JIHHHH 

npeunnHTHHa npn Hcnojib30BaHHH MeTOjia #boh- 

HOH JlH(})(J)y3HH npOTHB 3KCTpaKTOB HOpMaJIbHblX 

nonex, smhqk, neneHH h jierKHx. OjjHaKO 3tot cno- 
co6 HMeeT HeaocraTOK orpaHHHeHHOH nyBCTBH- 

TeJIbHOCTH, JX&Ke npH HCnOJIb30BaHHH 60JIbUIHX 
KOJIHHeCTB aHTHreHa H aHTHCblBOpOTKH, KOTOpbie 

MoryT HMeTb nepeKpecTHyio peaKiwio c jnpyrHMH, 

He HMeiOmHMH aHTHreHHOrO OTHOUieHHH K CblBO- 

poTKe, 6ejiKOBbiMH KOMnoHeHTaMH, npncyTCT- 

ByiOlUHMH B npOCTaTHHeCKOH HCHJIKOCTH. 

WO 79/00475, BbwaHHbiH Chu et al., onncbi- 
Baer cnoco6 join onpeaejieHHfl npoTOTHnoB H30- 
qbepMeHTOB khcjioh 4>oc(j)aTa3bi npocTaTbi, CBH3aH- 

HblX C paKOM npOCTaTbl, KOTOpblH JIHUJeH MHOrHX 

BbiuienepeHHCJieHHbix HejiocTaTKOB. O^HaKO npaK- 
THnecKHe npoGjieMbi B03HHKaioT BCJiejxcTBHe Heo6- 

XOJXHMOCTH nOJiyHCHHH OHKOJIOrHHeCKOH TKaHH 

npocraTbi, H3 KOTopon 3KCTparHpyK)T jiHarHOCTH- 
necKH Heo6xo;iHMbie npoTomnbi H3oqbepMeHTOB 
khcjioh (J)OcqbaTa3bi npocTaTbi, cB*i3aHHbie c paKOM 
npocTaTbi, jyifl npHroTOBJieHHJi aHTHTeJi k hhm. 

B nocjiejjHHe ro/jbi 6biJiH npHJioaceHbi 3Hann- 
TejibHbie ycHJiH^ jouia naeHTHqbHKauHH qbepMeHTa 
hjih aHTHreHHbix MapKepoB urn pa3JiHWHbix THnoB 
3JiOKanecTBeHHbix HOBoo6pa30BaHHH c uejibio pa3- 
bhth5i cneuH(J>HMecKHX ^HarHocTHHecKHx peareH- 
tob. MjieajibHbiH onyxojieBbiH MapKep aojiaceH 
npOHBJIHTb, nOMHMO npOHHX xapaKTepHCTHK, TKa- 
HeByK) hjih KJieTOHHyio cneuH(J)HHHOCTb. npejmie- 
CTByiomne HCCJiejjoBaTejiH npojjeMOHcrpHpoBajiH 
HajiHMHe TKaHe-cneuH(J)HHHbix aHTHreHOB npocTa- 
Tbi nejioBeKa. 



JleneHHe paica npocraTbi 

KaK onncaHO y W.J.Catalona, "Management 
of Cancer of The Prostate," New Engl. J. Med., 
331(15):996-]004 (1994), JieneHHe paKa npocraTbi 
Mower 6biTb .aocTHrHyTo npHCTajibHbiM Ha6jiK),ae- 
HHeM, JieKapcTBeHHbiM jieneHHeM h BpeMeHHbiM 
oGjierneHHeM 6ojih. 

flnfl MyHCHHH C 0>KH^aeMOH JUIHTeJlbHOCTbK) 

>KH3HH MeHee, neM 10 JieT, npHCTajibHoe Ha6jno,ne- 
HHe JiBJweTCfl jxonycTHMbiM, ecjin paK npocraTbi 
HanajibHOH craziHH, HH3Koro ypoBHH o6Hapy>KeH bo 
BpeMH nacTHHHOH n pocTaT3 ktom h h npH 4o6pOKa- 
necTBeHHOH rnnepnjia3HH. TaKHe THnw paKa pe^KO 
nporpeccnpyiOT b TeneHHe nepBbix nam jict nocjie 
o6Hapy>KeHHH. C Jipyron cropoHbi, jyni 6ojiee mo- 
jiojibix My^HHH jiexapcTBeHHoe JieneHHe 3anacTyio 
HBJweTCfl 6oJiee noflxojwmHM. 

Ecjih pax npocraTbi JiOKajieH h ownaaeMaji 
juiHTejibHocTb ^ch3hh nauHeHTa cocraBJiHeT 10 Jier 
hjih 6ojiee, paaHKajibHaa npocTaT3KTOMH» o6ecne- 
HHBaeT HaHJiyHUJHH maHc ^jih ocraHOBKH 3a6ojie- 
BaHH«. HcTOpHHecKH, npenflTCTBHeM 3toh npoue- 
jiypbi 5iBJi5ieTC5i to, hto 6ojibuiHHCTBO THnoB paKa 
pacnpocTpaHfleTca 3a npejjejiaMH onepauHH k TOMy 
BpeMeHH, Korjia paK o6Hapy3KeH. OjiHaKo ncnojib- 
30BBHHe TecTa Ha npocTaT-cneuH(^HHHbiH aHrnreH 
no3BOJweT paHHiOK) jiHarHOCTHKy paKa npocraTbi. 
B pe3yjibTaTe, onepauHH flBJiaeTCH MeHee hhtch- 

CHBHOH C MeHbUIHMH OCJIOHCHCHHHMH. flaUHeHTbl C 
60JIbUJHMH, pa3BHTbIMH OnyXOJIHMH HMeiOT MCHb- 

me maHcoB 6biTb yjjanHO npoonepHpOBaHHbiMH 

paaHKaJIbHOH npOCTaT3KTOMHeH. 

nocjie onepauHH b cjiynae HariHHHH /jeTeKTH- 
pyeMbix KOHueHTpauHH cbmopoTOHHoro npocTaT- 
cneuH(j)HHHoro aHTHreHa HMecrca HHiiHKauHH 
npoJAOJi^caiomerocH paKa. Bo MHornx cjiynaHX 
KOHueHTpauHii npocTaT-cneiinqbHHHoro aHTHreHa 
mo>kct 6biTb CHH>KeHa pajmauHOHHbiM JieneHHeM. 
OjiHaKO 3Ta KOHueHTpauHH nacro CHOBa noBbiuja- 
eTC5i b TeneHHe jiByx JieT. 

PaanauHOHHaa Tepanna TaKace 6biJia mnpoKo 
pacnpocTpaHena KaK ajibTepHaTHBa paaHKajibHOH 

npOCTaT3KTOMHH. FlaUHeHTaMH, KOTOpbIM 06bIHH0 

npHMeHfljiH pajiHauHOHHyio Tepannio, hbjisiiotch 
nauneHTbi 6ojiee CTapmero B03pacTa h MeHee 3.ao- 
poBbie, c pa3BHTbiMH, KJiHHHHecKH 6ojiee pacnpo- 
CTpaHeHHbiMH onyxojiHMH. Oco6eHHO pacnpocrpa- 
HeHHbiMH npoue^ypaMH sbji^iiotc^ BHyTpHJiyHeBaa 
Tepannfl, KOTopan BKJiKOHaeT npocrpaHCTBeHHyio, 
KOHqbopMaitHOHHyio Tepannio, npn kotodoh nojie 
paanauHH co3^aHO, hto6bi cooTBcrcTBOBaTb o6-be- 
My o6pa6aTbmaeMOH TKaHH; BHyTpHTKaHCBan pa- 
flHauHOHHaa Tepanna, npn KOTopon Jiynn paziHoaK- 

THBHblX COeAHHeHHH BBOJWT C HCn0JIb3OBaHHeM 

yjibTpa3ByKOBoro kohtpojia; h KOM6HHauH5i BHyT- 
pHJiyneBOH Tepannn h BHyTpHTKaHeBOH JiyneBOH 
Tepannn. 

flnfl jieHeHHJi nauneHTOB c jioKajibHO pacnpo- 
CTpaHeHHbiM 3a6ojieBaHHeM Hcnojib3yioT ropMO- 
HanbHyio Tepannio jxo hjih nocjie pajoHKajibHOH 
npocTarsKTOMHH hjih panHau.HOHHOH Tepannn. 
ropMOHajibHaii Tepanna aBjiaeTCH ochobhoh qbop- 
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moh JieneHHA mvhchhh c AncceMHHHpoBaHHbiM pa- 
kom npocTaTbi. Y/jajieHHe HHHKa CHHHcaeT kohuch- 

TpaUHH CblBOpOTOMHOrO TCCTOCTepOHa, B TO BpeMfl, 

KaK jieneHHe scrporeHOM HBjnieTCfl cxoahmm no 
pe3yjibTaTy. ,IlH3THJicTHJi6ecTpoji H3 3CTporeHa 
ABJiaeTca apyron ncnoJib3yeMOH ropMOHajibHOH 
Tepannen, KOTopaa HMeeT HcaocTaTOK, Bbi3biBaa 
cepaeHHo-cocyflHCTyio TOKCHHHOCTb. Korjia bbo- 
;wt aroHHCTbi roHa,aoTponHH-pHJiH3HHr ropMOHa, 
KOHueHTpauHH TecTOCTepoHa, b KOHeHHOM cneTe, 
CHHHcaiOTca. OjiyxaMHa h Apyrae HecTeponuHbie, 
aHTHaH^poreHHbie areHTbi 6jioKHpyioT cBfl3braaHHe 
TecTOCTepoHa c ero BHyTpHKjieTOHHbiMH penenTo- 
paMH. B pe3yjibTaTe 3to 6noKHpyeT 3(^(|)eKT xecTO- 
CTepoHa, yBejiHHHBaa ko h ue htp an h h cbreopoTOH- 
Horo TecTOCTepoHa, h no3BOjmer nanneHTaM co- 
xpaHATb noTeHUHio - 3HaHHTejibHaa npo6jieMa no- 
cjie pajiHKajibHOH npocTaT3KTOMHH h paaHauHOH- 
Horo JieneHHa. 

UnTOTOKCHHecKaa xHMHOTepanHH flBjiaercH 
KpaiiHe He3(j>4)eKTHBHOH npH jieneHHH pana npo- 
CTara. Ee TOKCHHHOCTb ziejiaeT 3Ty Tepannio He- 
noflxoflflinen juih npecTapeiibix nauneHTOB. B j\o- 

nOJIHeHHe, paK npOCTaTbl OTHOCHTeJIbHO yCTOHHHB 

k uHTOTOKCHnecKHM areHTaM. 
Mcnojib joBiume MOHOKjiOHajibHbix aHTHTeji b 
onpeaejieHHH h jieneHHH paKa npocTaTbi 

TeopeTHHecKH paanoaKTHBHo MeneHbie mo- 
HOKJiOHajibHbie aHTHTejia ("mAbs") coaepacaT no- 

TeHUHaJI RJIH yCHJieHHfl H MyBCTBHTeJlbHOCTH, H 

cneunqbHHHOCTH npn onpeaejieHHH pana npocTa™ 
BHyTpH jiHMqbaTHHecKHx y3JiOB h b iipyrnx opra- 
Hax. IlocKOJibKy MHoro mAbs 6biJio paHee nojiyne- 

HO npOTHB aHTHreHOB, HMdOlUHX OTHOUieHHe K 

npocraTe, hh oaho H3 3thx mAbs He 6bi.no cneun- 
aiibHo nojiyneHo KaK oGteKT turn BH3yajiH3anHH. 
HecMOTp5i Ha 3to, KJiHHHHecKHe Hy^caw TpeGyioT 

OUeHKH HeKOTOpbtX H3 3THX ITlAbs KaK B03MO)KHbIX 

BH3yanbHbix areHTOB. Vihko et al., "Radioimaging 
of Prostate Carcinoma With Prostatic Acid Phos- 
phatase - Specific Antibodies," Biotechnology in 
Diagnostics, 131-134 (1985); Babaian et al., "Ra- 
dioimmunological Imaging of Metastatic Prostatic 
Cancer With 111-lndium-Labeled Monoclonal Anti- 
body PAY 276," J. Urol., 137:439-443 (1987); 
Leroy et al., "Radioimmunodetection Of Lymph 
Node Invasion In Prostatic Cancer. The Use Of 
Iodine 123 (123-1)- Labeled Monoclonal Anti- 
Prostatic Acid Phosphatase (PAP) 227 A F (ab') 2 
Antibody Fragments In Vivo," Cancer, 64:1-5 
(1989); Meyers et al., "Development Of Mono- 
clonal Antibody Imaging Of Metastatic Prostatic 
Carcinoma," The Prostate, 14:209-220 (1989). 

B HeKOTOpux cjiynajix MOHOKjiOHajibHbie aH- 
THTejia, nojiyneHHbie ana onpe/iejieHHJi h/hjih jie- 
neHHfl paKa npocraTbi, pacno3HaioT aHTHTejia, cne- 
UH^)HHHbie k 3 jio Kan ecTBe h h bi m TKaHSM npocTaTbi. 
TaKHM o6pa30M, TaKHe aHTHTejia ncnojib3yioTCfl 
jyix pacno3HaHH5i 3JioKaMecTBeHHbix TKaHen npo- 
cTaTbi (jma JieneHHJi hjih onpeaejieHHfl) ot ao6po- 
KanecTBeHHbix TKaHen npocTaTbi. Cm. naTeHT 
CLUA N» 4,970,299, BbwaHHbiH Bazinet et al., h 



naTeHT CUIA jY* 4,902,615, BbwaHHbiH Freeman et 
al. 

flpyrne MOHOKjiOHajibHbie aHTHTejia pearn- 
pyK>T c noBepxHocTHbiMH aHTHreHaMH Ha Bcex 
snHTejinajibHbix KJieTKax npocTa™, ABJiaioTca jih 

OHH 3JIOKaHeCTBeHHbIMH HJIH RQ 6 pOKaH eCTBC H H bl- 

mh. Cm. naTeHTbi CLLLA JY« 4,446,122 h Re 33,405, 
BbwaHHbie Chu et al., naTeHT CUIA N« 4,863,851, 
BbwaHHbiH McEwan et al., h naTeHT CIHA j\i> 
5,055,404, BbwaHHbiH Ueda et al. OflHaKo aHTHre- 
hw, onpeiiejiaeMbie 3thmh MOHOKJiOHajibHbiMH aH- 

THTeJiaMH, npHCVTCTByKOT B KpOBH H, n03TOMy, 

KOHKypnpyiOT c aHTHreHaMH b MecTe onyxojiH 3a 
MOHOKjiOHajibHbie aHTHTejia. 3to co3aaeT {^ohobwh 
cnrHaji, hto ziejiaeT ncnojib30BaHHe TaKnx aHTHTeji 
He OTBeHaioinHMH Tpe6oBaHH5iM BH3yajiH3auHH in 
vivo. B Tepannn TaKHe aHTHTejia, 6y^ynn CB«3aH- 

HblMH C UHTOTOKCHMHbIM areHTOM, MOrJIH 6bl 6bITb 

onacHbiMH juin apyrnx opraHOB. 

Horoszewicz et al., "Monoclonal Antibodies 
to a New Antigenic Marker in Epithelial Prostatic 
Cells and Serum of Prostatic Cancer Patients," 
Anticancer Research, 7:927-936 (1987) ("Horosze- 
wicz") h naTeHT CLLIA JN"» 5,162,504, BbmaHHbiH 
Horoszewicz, onncbiBaiOT aHTHTejio, Ha3BaHHoe 
7E11, KOTopoe pacno3HaeT npocTaT-cnennqbHHHbiH 
MeM6paHHbiH aHTHreH ("PSMA"). Israeli et al., 
"Molecular Cloning of a Complementary DNA 
Encoding a Prostate-specific Membrane Antigen," 
Cancer Research, 53:227-230 (1993) ("Israeli") 
onHCbmaeT KJiOHHpoBaHHe h ceKBeHHpoBaHHe 
PSMA h zieMOHCTpnpyeT, hto PSMA HBjmeTCfl 
npocTaT-cneiiH(j)HHHbiM h npoaBJuieT noBbiuieHHbie 
ypOBHH 3KcnpeccHH b MecTax MeTacTa30B h npn 
ropMOHanbHO CTaGnjibHbix coctohhhhx. flpyrne 
HCCJie^OBaHHH noKa3ariH, hto PSMA 6ojiee bwcoko 
3KcnpeccHpyeTC« b KJieTKax paKa npocTara, Heace- 

JIH B KJieTKax H3 HOpMaJIbHOH npOCTaTbl HJIH H3 

npocTa™ c 4o6poKaHecTBeHHOH rnnepnjia3Hen. 
flonojiHHTejibHO, PSMA He o6Hapy>KHBaeTC5i b 
cbmopoTKe (Troyer et al., "Detection and Charac- 
terization of the Prostate-Specific Membrane Anti- 
gen (PSMA) in Tissue Extracts and Body Fluids," 
Int. J. Cancer. 62:552-558 (1995)). 

3th xapaKTepncTHKH aejiaioT PSMA npn- 
BjieKaTejibHOH uejibio wn onocpeaoBaHHon aHTH- 
TenaMH mhuichh juix BH3yajiH3auHH h Tepannn 
paKa npocTaTbi. Mccjie^aoBaHHa no BH3yanH3aiiHH c 
Hcnojib30BaHneM MeneHoro hh^hcm 7E11 noKa3a- 

JIH, HTO aHTHTeJIO ^OCTaTOHHO XOpOUIO JIOKaJIH3y- 

errcx h Ha npocTaTe, h b Mecrax MeTacTa30B. B ^o- 
noJiHeHne, OKa3biBaeTCfl, 7E11 HMeeT 3HanHTejibHO 
jiynmyio h y bctb HTe ji bHOCTb win onpe^eJieHna no- 
Bpe>iaieHHH no CpaBHeHHK) c ApyrHMH ^ocrynHbi- 
mh b HacToainee BpeMH cnoco6aMH BH3yajiH3anHH, 

TaKHMH, KaK CT H MR H306paHCeHHH HJIH CKaHnpo- 

BaHne KocTen. Bander, "Current Status of Mono- 
clonal Antibodies for Imaging and Therapy of 
Prostate Cancer," Sem. In Oncology, 21:607-612 
(1994). 

OflHaKo Hcnojib30BaHne 7E11 h apyrnx H3- 
BecTHbix aHTHTeji k PSMA juih noMomn b BH3ya- 
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jiH3auHH h TepariHH HMeeT HeKOTopbie He/jocTaTKH. 
Bo-nepBbix, PSMA aBJiaeTCH HHTerpanbHbiM MeM- 

6paHHWM 6eJIKOM, O KOTOpOM H3BCCTHO, HTO OH 
HMeeT KOpOTKHH BHyTpHXJieTOHHblH XBOCT H £JIHH- 

HbiH BHeicieTOHHbiH AOMeH. Ehoxhmhhcckoh xa- 
paicrepHCTHKOH h KapTHpoBaHHeM (Troyer et al., 
"Biochemical Characterization and Mapping of the 
7T11-C5.3 Epitope of the Prostate-specific Mem- 
brane Antigen," Urol. Oncol., 1:29-37 (1995)) 6m- 
jio noKa3aHo, hto 3nHTon hjih aHTHreHHbin canT, c 
KOTopbiMH 7E11 aHTHTejio CB5i3biBaeTca, npncyT- 
cTByeT Ha BHyTpHKjieTOHHOH nacTH MOJieKyjibi. 
riocKOJibKy MOJieKyjibi aHTHTeji, npn HopMajibHbix 
o6cTOHTejibCTBax, He nepecexaiOT KJieTOHHyio 
MeM6paHy, ecjin TOJibKo ohh He cBsnaHbi c BHexne- 

TOHHOH MaCTblO MOJieKyjibi H CTaHOBHTCfl TpaHCJIO- 
UHpOBaHblMH BHyTpH KJieTOM HO, aHTHTejIO 7E11 He 

HMeeT jiocTyna k CBoeMy aHTHreHHOMy caHTy- 

MHHJeHH B ,apyrHX 340pOBbIX >KHBbIX KJieTKax. 

Cjie^OBaTejibHo, BH3yajiH3au.HH c HcnoJib30- 
BaHneM 7E11 orpanHneHa ro onpeaejieHHfl MepT- 

BblX KJieTOK BHyTpH onyxoJiH. /lonOJIHHTeJIbHO, 

TepaneBTHHecKoe Hcnojib30BaHHe aHTHTejia 7E11 
orpaHHHeHO, Tax KaK scjxfrexTHBHOH uejibK) MoryT 
6biTb TOJibKo KJieTKH, KOTopwe yace MepTBbI, HJIH 
TKaHH, co^ep>KauiHe 6ojibuiyio nam, MepTBbix 

KJieTOK. 

HecMOTpH Ha to, hto Heyao6cTBa h npo6jie- 
Mbi b ^HarHOCTHxe h jieneHHH oflHoro onpeaejieH- 
Horo THna paxa hbjuhotcji npe^MeTOM HacToameH 
^HcxyccHH, pax npocTa™ nmnercsi npocTO m- 
MOHCTpaiiHOHHOH Mo^ejibio. AnarHOCTHKa h Jiene- 
HHe Jipyrnx MHoroHHCJieHHbix nmoB paxa hmciot 
cxoAHbie npo6jieMbi. 

HacToamee H3o6peTeHHe HanpaBJieHO Ha 
npeoAOJieHHe HenocTaTxoB, H3BecTHbix b o6jiacTH 
aHTHTeji b ^HarHocTHxe h jieneHHH paxa npocTaTbi 
h apyrnx THnoB pana. 

KpaTKoe H3JiosKeHHe H3o6peTeHun 

Oahh acnexT HacToamero H3o6peTeHH* ot- 
hochtcji k cnocooy yjoiajieHHfl hjih yMepmBJieHHH 
OHxojiorHHecxHx KiieTOx. ITpouecc BKJHOHaer 
o6ecneneHHe 6HOJiorHHecxHM areHTOM, xoTopbiH, 

KOHTaXTHpyfl C BHeXJieTOHHbIM ilOMeHOM npocTaT- 

cneuH<J)HHHoro MeM6paHHoro aHTHreHa, pacno3Ha- 
eT BHexjieTOHHbiH aomgh npocTaT-cneuH(|)HHHoro 
MeM6paHHoro aHTHreHa. 3th 6noJiorHHecxHe 
areHTbi nojiBepraioT KOHTaxTy c SHflOTejinajibHbiMH 
xneTxaMH cocy^oB okojio OHxojiorHHecxnx xjierox 
npn ycjiOBHJix, 34)4>exTHBHbix fljia o6ecneHeHH« h 
CBA3biBaHH5i 6noJiorHHecxoro areHTa c sh/jotcjih- 
aribHbiMH xjieTxaMH cocyaoB okojio OHKOJiorHne- 
cxhx xjieTOK, h yMepiiiBJieHHa hjih y^aneHHfl oh- 
xojiornHecxHx xjierox. BHOJiorHHecxHH areHT MO- 
HCeT 6bITb HCnOJlb30BaH e^HHCTBCHHO HJIH MOJKeT 
6bITb CB»3aH C BeiHeCTBOM, 3(|)(j)eKTHBHbIM flJIfl 

yMepiHBJieHHH hjih yaajieHHJi OHxojiorHHecxnx 
xjierox nocjie CB5i3biBaHH5i GnoJiorHHecxoro areHTa 
c 3 HjiOTeji h an bH bl M H XJieTXaMH cocy^OB OKOJIO 
OHXOJIOrHHeCKHX XJieTOX. 

B oco6eHHo npejinoHTHTejibHOM Bonjiome- 
hhh cnoco6a yaaneHHH hjih yMepiuBJieHHs ohko- 



JIOrHHeCXHX XJieTOK B COOTBeTCTBHH C HaCTOJHUHM 

H3o6pereHHeM 6nojiorHHecKHH areHT, xoHTaxTH- 
pya c BHexjieTOHHbiM aomchom npocTaT- 
cneuH^HHHoro MeM6paHHoro aHTHreHa, CBa3braa- 
eTCJi h HHTepHajiH3yerc5i npocTaT-cneuH<J>HHHbiM 
MeM6paHHbiM aHTHreHOM TaKHx xjierox. ripejjnoH- 
THTeJibHbiMH 6HOJiorHHecxHMH areHTaMH HC- 
nojib30BaHH5i b cnoco6e yaajieHHJi hjih yMepujBJie- 

HHfl OHXOJIOrHHeCXHX XJieTOX B COOTBeTCTBHH C 
HaCTOaiUHM H306peTCHHeM flBJUIK)TCfl aHTHTeji a 
HJIH HX CBfl3bIBaK)lUHe HaCTH, 30HflbI HJIH JIHraHflbl. 

Cnoco6bi HacTOJimero H3o6peTeHHa oco6chho no- 
jie3Hbi jxnn yMepmBJieHHH hjih yaajieHHJi ohxojio- 
ranecxHx xjictok noneK, ypoTejiHJi, tojictoh xhui- 

KH, np^MOH KHUIKH, JierKHX H MOJIOHHblX Hcejie3 H 

oHKOJiornnecKHX KJieTOK MeTacTaTHHecKOH aaeHo- 
KapuHHOMbi b neneHH. 

^IpyroH acnexr HacTOHwero H3o6peTeHH*i ot- 
hochtoi k cnoco6y onpeaejieHHJi 3JioKanecTBeHHOH 
TKaHH b 6nojiorHHecKOH npo6e. 3tot cnoco6 
BKJHonaeT o6ecneneHHe 6HOJiorHnecKHM areHTOM, 

KOTOpblH, KOHTaKTHpyH C BHeKJieTOHHbIM .ZJOMCHOM 

npocTaT-cneuH^JHHHoro MeM6paHHoro aHTHreHa, 

CBJ13bIBaeTCfl C BHeKJieTOHHbIM .aoMeHOM npOCTaT- 

cneuH(j)HHHoro MCM6paHHoro aHTHreHa. Bnojiorn- 

HeCKHH areHT CBH3bIBaiOT C MeTKOH, SCjKj^KTOBHOH* 

win ocymecTBjieHH5i onpe^ejieHHJi saaoTejinajib- 

HblX KJieTOK COCyflOB OKOJIO HJIH BHyTpH OHKOJIO- 
THHeCKOH TKaHH nOCJie CBfl3bIBaHHfl 6HOJIOrH4eCKO- 

ro areHTa c 3aaoTejiHajibHbiMH xneTKaMH cocy^oB 

OKOJIO HJIH BHyTpH OHKOJlOrHHCCKOH TKaHH. BHOJIO- 

rHHecKyio npo6y no^BepraiOT KOHTaxry c 6hojio- 
rHHecKHM areHTOM, HMeiomHM MeTKy, npH ycjio- 

BHflX, 3$4)CKTHBHbIX JU151 0 Cy meCTB Jl e H HH CBH3bIBa- 

hhji 6HOJiorHHecKoro areHTa c 3HiioTejiHajibHbiMH 
xneTKaMH cocy^OB okojio hjih BHyTpH OHKOJiorn- 
necKOH TKaHH b 6nojiorHHecKOH npo6e. IlpHcyTCT- 

BHe OHKOJlOrHHCCKOH TKaHH B 6HOJIOrHHeCKOH 

npo6e onpe^ejiJiK)T nyTeM o6Hapy>KeHHfl mctkh. 

B oco6chho npeiinoHTHTejibHOM Bonjiome- 
hhh cnoco6a onpe^ejieHHa OHKOJiorHnecKOH TKaHH 

B COOTBeTCTBHH C HaCTOHIUHM H306peTeHHCM 6HO- 
JIOrHHeCKHH areHT JIBJIfleTCfl TaKOBbIM, HTO KOHTaK- 

THpy« c BHexneTOHHbiM aoMeHOM npocTaT- 
cneuH^HHHoro MeM6paHHoro aHTHreHa, oh CBJi3bi- 
BaeTCJi h HHTepHajiH3yeTC5i BHexneTOHHbiM jioMe- 
hom npocTaT-cneuH4)HHHoro m e m 6paH Horo aHTH- 
reHa. npe^nOHTHTeJIbHblMH 6HOJ!OrHHeCKHMH 

areHTaMH win Hcnojib30BaHHH b cnoco6e onpe^e- 

JieHHfl OHKOJIOTHHeCKOH TKaHH B COOTBeTCTBHH C 

HacTOfliuHM H3o6peTeHHeM >iBJi5noTC5i aHTHTejia 

HJIH HX CBJ13blBaiOmHe HaCTH, 30H,abI HJIH JIHraHJ5bI. 

Cnoco6 oco6eHHO nojie3eH juih onpe;ieJieHH5i oh- 
KOJiornHecKOH TKaHH noneK, ypoTejiHJi, tojictoh 

KHUIKH, npSMOH KHUIKH, JierKHX H MOJIOHHblX >Ke- 

Jie3 h OHxojiorHHecxnx KJieTOK m eTacTaTH h ecxo H 
aaeHOKapuHHOMbi b neneHH. 

Eme o^hh acnexr HacTOHuiero H3o6peTeHH» 
OTHOCHTca k cnoco6y y^ajieHHfl hjih yMepuiBJieHHfl 
HopMajibHbix, ^oGpoxaHecTBeHHbix THnepnjiacTH- 
necxHx h OHxojiorHHecxnx 3nHTejiHajibHbix KJieroK 
npocTa™. ripouecc BKJiiOHaeT o6ecneneHHe 6ho- 
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jiorHnecKHM areHTOM, KOTOpbiH pacno3HaeT BHe- 
KJieTOHHbiH jxomqh npocTaT-cnenH({)HHHoro MeM- 
6paHHoro aHTHreHa. Bhojiothhcckhh areHT mohcct 

6bITb HCnOJlb30BaH CUHHCTBCHHO HJIH M0>KeT 6bITb 
CBfl3aH C BemeCTBOM, 3(j)(l)eKTHBHbIM JUIA yHHHTO- 

yKeum KJieroK nocJie CB5i3biBaHH« 6HOJiorHHecKoro 
areHTa c KJiencaMH. 3th 6HOJiorHHecKHe are htm 
^onojiHHTejibHO noiiBepraiOT KOHTamy c KJieTKaMH 
npn ycjiOBHMx, 3(J)4)eKTHBHbix jinn o6ecneHeHHA h 
CB5i3biBaHHfl 6HOJiorHMecKoro areHTa c BHeKJieTOH- 
hmm ^oMeHOM npocTaT-cneu.H^)HHHoro Me\i6paH- 
Horo aHTHreHa, h yHHHTOHceHHfl hjih yjxaneHvin 

KJieTOK. 

B oco6eHHO npeiinoHTHTejibHOM Bonjiome- 
hhh cnoco6a y,aaneHH5i hjih yMepmBjieHHfl HOp- 
MajibHbix, AoGpoKaMecTBeHHbix rnnepnjiacTHHe- 

CKHX H OHKOJIOrHHeCKHX 3nHTeJIHaJIbHbIX KJieTOK 

npocraTbi b cooTBeTCTBHH c HacToamHM H3o6peTe- 
HHeM 6HOJiorHHecKHH areHT CB^3biBaeTCH h HHTep- 
HajiH3yeTC5i npocTaT-cneiiH<})HHHbiM MeM6paHHbiM 
aHTHreHOM TaKHx kjictok. npcanoHTHTeJibHbiMH 
GnojiorHHecKHMH areHTaMH rsih Hcnojib30BaHH*i b 
cnoco6e yaajieHHfl hjih yMepiijBjieHHfl HOpMajib- 
Hbix, iio6po Kan ecTBeH Hbix rHnepnjiacTHHecKHx h 
OHKOJiorHHecKHx 3nHTejiHajibHbix KJieTOK npocTa- 

Tbl B COOTBeTCTBHH C HaCTOflLUHM H306peTeHHeM 
HBJI5HOTC5I aHTHTeJia HJIH HX CBfl3bIBaiOlirHe nopuHH, 

3oaabi hjih jiHranabi. 

flpyrofi acneicr HacToamero H3o6peTeHHfl ot- 
hochtch k cnoco6y onpcuejieHHfl HopMaJibHbix, 
^o6poKanecTBeHHbix rHnepnjiacTHHecKHx h ohko- 
jiorHHecKHx anHTeJiHaiibHbix kjictok npocTaTbi hjih 
hx HacTefi b 6nojiorHHecKOH npo6e. 3tot cnoco6 
BKJiiOHaeT o6ecneweHHe 6nojiorHHecKHM areHTOM, 

KOTOpbiH CBH3bIBaeTCJI C BHeKJieTOHHbIM flOMCHOM 

npocTaT-cneuH(j)HHHoro MeM6paHHoro aHTHreHa. 
BnojiorHHecKHH areHT cBH3biBaeTCH c mctkoh, 3(J)- 
4>eKTHBHOH jijih ocymecTBJieHHJi onpe;jejieHH5i KJie- 
tok hjih hx nacTen nocJie CBH3biBaHHH 6noJiorHHe- 
CKoro areHTa c kjictkeimh hjih hx nacTHMH. Ehojio- 
rHHecKyio npo6y nojiBepraiOT KOHTaKTy c 6hojio- 
rHHecKHM areHTOM, HMeiomHM MeTKy, npn ycjio- 

BHHX, 3<{)(|)eKTHBHbIX JJJIfl OCymeCTBJieHHfl CBJI3bIBa- 

hhh 6nojiorHHecKoro areHTa c BHeKJieTOHHbIM jxo- 
mchom npocTaT-cneuH(J)HHHoro MeM6paHHoro aH- 
THreHa jno6bix KJieTOK hjih hx nacrei* B 6HOJIOTH- 
MecKOH npo6e. UpHcyTCTBHe JiK)6bix kjictok hjih 
hx nacTefi b 6HOJiorHHecKOH npo6e onpe^ejunoT 
nyTeM o6HapyaceHHH mctkh. 

B oco6eHHO npe^anoHTHTejibHOM Bonjiome- 
hhh cnoco6a onpeaejieHHa HopMaJibHbix, ao6pOKa- 
necTBeHHbix rHnepnjiacTHHecKHx h oHKOJiornne- 

CKHX 3nHTeJIHaJlbHbIX KJieTOK npOCTaTbl B COOTBeT- 
CTBHH c HacToamHM H3o6pereHHeM 6noJiorHHe- 
ckhh areHT CB«3biBaeTCfl h HHTepHajiH3yercji npo- 
CTaT-cneuH(J)HHHbiM MeM6paHHbix aHTHreHOM Ta- 

KHX KJICTOK. llpejjnOHTHTeJIbHblMH 6HOJIOrHHCCKH- 

mh areHTaMH ajw Hcnojib30BaHHH b cnoco6e onpe- 
aejieHHH HopMaJibHbix, ,ao6poKaHecTBeHHbix rn- 
nepnjiacTHnecKHX h OHKOJiorHHecKHx 3nHTejiHajib- 

HblX KJICTOK npOCTaTbl B COOTBeTCTBHH C HaCTOfl- 



U1HM H306peTeHHeM 5IBJ15HOTCH aHTHTeJia HJIH HX 
CBfl3bIBaK)UIHe HaCTH, 30HabI HJIH JIHraHtfbl. 

flpyroH acneicr HacToamero H3o6peTeHH*i ot- 
hochtch k 6HOJiorHHecKOMy areHTy, KOTOpbiH pac- 
no3HaeT BHeKJieTOHHbiH aomch npocrraT- 
cneuH(J)HMHoro MeM6paHHoro aHTHreHa. B npejj- 
noHTHTejibHOM BonjiomeHHH H30 ji h po BaH H bl H 6ho- 
jiorHHecKHH areHT CBfl3biBaeTCfl h HHTepHajiH3yeT- 
cn npocTaT-cneuH(J)HHHbiM MeMGpaHHbiM aHTHre- 
HOM. npeflnOHTHTeJIbHblMH H30 Jl HpO BaH H bl M H 6HO- 

jiorHnecKHMH areHTaMH, KOTOpbie pacno3HaiOT 
BHeKJieTOHHbiH flOMeH npocTaT-cneuH<j)HHHoro 
MeM6paHHoro aHTHreHa, b cootbctctbhh c Ha- 

CTOJHUHM H306peTeHHeM ABJIfllOTCfl H30JIHpOBaH- 

Hbie aHTHTeJia hjih hx cBfl3biBaiomHe nacTH, 30 ham 
hjih JinraH^bi. PacKpbmaioTca TaK^ce KJieTOHHbie 
jihhhh rnGpnuoM, KOTOpbie npojryunpyioT moho- 
KJiOHajibHbie aHTHTeJia 3THX THnoB. 

BnojiorHHecKHe areHTbi HacToamero H3o6pe- 
tchhh pacno3HaioT BHeKJieTOHHbiH ^0MeH aHTHre- 
hob HopMaJibHbix, ro 6 po Kan cctbch h bix rnnepiuia- 

CTHHeCKHX H OHKOJIOrHHeCKHX 3H HTe JI H 3JI bH blX 

KJieTOK npocTaTbi. B otjihhhc ot aHTHTeJia 7E11, 
KOTOpoe pacno3HaeT 3nHTon npocTaT- 

aCCOUHHpOBaHHblX aHTHreHOB, KOTOpbie 3KCnOHH- 
pyiOTCJI BHeKJieTOHHO TOJIbKO nOCJie JlH3HCa KJie- 
TOK, 6noJiorHHecKHe areHTbi Hacroainero H3o6pe- 

TCHH5I CB5I3bIBaK)TCH C aHTHTeHHblMH 3nHT0naMH, 
KOTOpbie 3KCnOHHpOBaHbI BHeKJICTOHHO B )KHBbIX 

KJieTKax npocTaTbi. Mcnojib3ya 6HOJiorHnecKHe 
areHTbi HacTO^mero H3o6pereHH5i, KJieTKaMH- 

MHUieHflMH MOryT 6bITb >KHBbIC, He(J)HKCHpOBaHHbie 

HopMaribHbie, ^o6poKanecTBeHHbie rnnepnjiacTH- 
necKne h 3JiOKanecTBeHHbie snHTejinajibHbie KJieT- 
kh npocTaTbi, hto iiejiaeT jieneHHe h ^HarHOCTHKy 
6ojiee 3(J)tJ)eKTHBHbiMH. B npe^noHTHTejibHOM bo- 
njiomeHHH ajw jieneHH5i paKa npocraTbi 6HOJiorn- 
necKHe areHTbi HacToamero H3o6peTeHHH TaK^ce 
CB«3biBaioTCfl h HHTepHajiH3yioTCJi npocTaT- 
cneuH(j)HHHbiM MeM6paHHbiM aHTHreHOM, hto no- 

3BOJI5ieT TepaneBTHHeCKH HCnOJIb30BaTb BHyTpH- 

KJieTOHHo .aeficTByiomHe uhtotokchhcckhc areH- 
Tbi. 

Kpancoe oiiHcaMHc (J)Hryp 

<Dnr. 1 jiBjuieTCJi HMMyHOSJiempoHHOH mhk- 
po(J)OTorpaq3HeH MeneHoro 3ojiotom mohokjio- 
HaJibHoro aHTHTeJia J591 Ha noBepxHocTH kjictok 
LNCaP nocjie HHKySHpoBaHHfl npn 4°C. 

<Pnr. 2 HBJIJieTCfl HMMyH03JieKTpOHHOH MHK- 

po(J)OTorpa([)HeH kjictok LNCaP, o6pa6oTaHHbix 

MeHCHblM 30JIOTOM MOHOKJIOHaJIbHbIM aHTHTeJIOM 

J591 nocjie 5 mhh HHKy6npoBaHHfl npn 37°C. 

<DHr.3 5IBJI5ieTC5I HMMyHOSJieiOpOHHOH MHK- 

po(J)OTorpa(t)HeH kjictok LNCaP, o6pa6oTaHHbix 

MeHCHblM 30JIOTOM MOHOKJIOHaJIbHbIM aHTHTeJIOM 

J591 nocjie 10 mhh HHKy6npoBaHHH npn 37°C. 

OHr. 4 JIBJIHeTCH HMMyH03JieKTpOHHOH MHK- 

po$OTorpa(J)HeH kjictok LNCaP, o6pa6oTaHHbix 

MeHCHblM 30JIOTOM MOHOKJIOHaJIbHbIM aHTHTeJIOM 

J59I nocjie 15 mhh HHKy6HpOBaHHH npn 37°C. 

OHr. 5 ABJI5ieTCJI HMMyH03JieiCrpOHHOH MHK- 

pocJ)OTorpa(J)HeH kjictok LNCaP, o6pa6oTaHHbix 
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MeHeHbIM 30J10TOM MOHOKJIOHaJIbHbIM aHTHTejIOM 

J591 nocjie 15 mhh npH 37°C, noKa3biBaiomaa 

J591 BHyTpH 3HJI0C0M. 

Onr. 6 o6o6maeT CTpaTerHio ceKBeHHpoBa- 
hhh thhccjioh uenH MOHOKJioHajibHoro aHTHTena 
J591. 

Onr. 7 noKa3biBaeT HyKJieoTHflHyio nooncao- 

BaTeJIbHOCTb TJDKeJIOH UenH MOHOKJIOHaJIbHOrO 

aHTHTejia J591 (o6o3HaHeHHyio SEQ.ID.No.l), 
HyKJieoTHjiHyio nocjieaoBaTeJibHOCTb, cootbctct- 
ByiotueM o6paTHOH HeKoanpyioiueH hhth (o6o3Ha- 
neHHyio SEQ.ID.No.2), h cooTBeTCTBeHHO Bbrce- 
.aeHHbie aMHHOKHCJioTHbie n oc ji ejyo b aTeji bHO cth 
(o6o3HaneHHbie SEQ.lD.Nos.3, 4 m 5). 

0hi\ 8 flBJiJieTCH cpaBHCHHCM TflHcejioH uenn 
MOHOKJioHajibHoro aHTHTejia J 591 co cmhcjioboh 
nocJie^OBaTejibHocTbio jxjih muiuhhux Tflacejibix 
ueneft, noarpynnbi II A. 

Onr. 9 o6o6maeT CTpaTerHio ceKBCHHpoBa- 
HHfl Karma Jiencon uenH MOHOKJioHajibHoro aHTH- 
Tejia J591. 

<Pnr. 10 noKa3biBaeT HyoeomaHbie nocjie- 
iiOBaTejibHocTH Kanna JierKOH uenH MOHOKjioHanb- 
Horo aHTHTejia J591 (o6o3HaHeHHyio SEQ.ID. 
No.9), HyioieoTH^HyK) noaneaoBaTejibHOCTb coot- 
BeTCTByiomeH o6paTHOH HeKOflHpyiomeH hhth 
(o6o3HaHeHHyio SEQ.ID.No.10), h cooTBeTCTBeH ho 
BbiBeaeHHbie aMHHOKHCJioTHbie nocjie.aoBaTejibHo- 
cth (o6o3HaneHHyK) SEQ.ID.Nos.3, 4 h 5). 

Onr. 1 1 HBJweTCfl cpaBHeHHeM Kanna Jiencon 
uenH MOHOKJioHajibHoro aHTHTejia J591 co cmw- 

s CJIOBOH nOCJie^OBaTeJIbHOCTblO HJISI MblUIHHblX Tfl- 

>Kejibix uenen, no/arpynnbi V. 

Onr. 12A-12F hbjiaiotcji MHKpo<j)OTorpa« 
cJ)H5imh (250x yBejiHHeHHe), noKa3biBaioiuHMH hm- 
MyHorHCTOXHMHHecKyK) peaKTHBHOCTb mAb J591 k 
BHOBb o6pa30BaHHbiM cocy.zi.aM pa3JiHHHbix KapuH- 

HOM. 

Iloiipo6Hoe onucaHHe n3o6peTeHHH 

O^hh acneKT HacToaiuero H3o6peTeHH5i ot- 
hochtc5i k cnoco6y y.aaJieHHJi hjih yMepiuBJieHH* 
HopMajibHbix, ,ao6pOKaMecTBeHHbix rnnepnjiacTH- 
necKHx h 3Ji o Kan ecTB eH h bix 3nHTejiHaribHbix mie- 
tok npocTaTbi. llpouecc BKJiioHaeT o6ecneneHHe 

6H0JlOrHHeCKHM areHTOM, TaKHM KaK aHTHTeJIO hjih 

ero CB5i3biBaioma5i nacrb, 30h^ hjih jiHraHa, koto- 

pbie CBH3bIBaK)TC5I C BHeKJieTOHHbIM flOMCHOM npO- 

cTaT-cneuH(J)HHHoro MeM6paHHoro aHTHreHa (t.c, 
nacTbio npocTaT-cneuH(|)HHHoro MeM6paHHoro 
aHTHreHa, KOTopaa HBJifleTCfl Hapy>KHon) TaKHx 
KJieTOK. BHOJiornnecKHH areHT MoaceT 6biTb hc- 

nOJIb30BaH eflHHCTBeHHO HJIH MOHCeT 6bITb CBfl3aH c 

BemecTBOM, cnoco6HbiM 3(J)(j)eKTHBH0 y6HBaTb 
KJieTKH nocjie CBfl3breaHHfl 6HOJiorHMecKoro areHTa 
c 3thmh KJieTKaMH. 3th 6nojiorHHecKHe areHTbi 
iionojiHHTejibHO no^BepraiOT KOHTamy c KJieTKaMH 
npn ycjioBHax, 3(|)(|)eKTHBHbix jxnn ocymecTBJieHHfl 
h cBfl3bmaHHfl 6HOJiorHHecKoro areHTa c BHeKjie- 
TOHHbiM ^OMeHOM npocTaT-cneuH(()HHHoro MeM- 
6paHHoro aHTHreHa, h yMepiuBJieHHJi hjih yaane- 
hhji KJieroK. B ero npe/jnoHTHTejibHOH (|)opMe, Ta- 

KOH KOHTaKT npOBOJWT y >KHBbIX MJieKOnHTaiOlUHX 



nyTeM bbcjxcmw 6nojiorHHecKoro areHTa mjicko- 
nHTaiomeMy npn ycjiOBHflx, 3(j)<j)eKTHBHbix juiji 
ocymecTBJieHHH h cBfl3bmaHHfl GnojiorHnecKoro 
areHTa c BHeKJieroHHbiM /iomchom npocraT- 
cneuH(})HMHoro MeM6paHHoro aHTHreHa, h yMep- 
mBJieHHH hjih yaajieHHJi kjictok. TaKoe BBe^eHHe 
MoaceT 6biTb ocymecTBJieHO opajibHO hjih napeHTe- 
pajibHo. 

B oco6eHHO npe^noHTHTejibHOM Bonjiome- 
hhh cnoco6a yaajieHHJi hjih yMepiuBJieHHfl Hop- 
MajibHbix, 4o6poKanecTBeHHbix rnnepnjiacTHHe- 

CKHX H 3J10KaMeCTBeHHbIX 3nHTeJIHaJIbHbIX KJieTOK 

npocTa™ b cooTBeTCTBHH c HacTOfliuHM H3o6peTe- 
HHeM 6HOJiorHnecKHH areHT cBfl3biBaeTca h HHTep- 
HariH3yeTC5i npocTaT-cneun(|)HHHbiM MeM6paHHbiM 
aHTHreHOM t3khx KJieTOK. CHOBa 6nojiorHHecKHH 
areHT MoaceT 6biTb Hcnojib30BaH ejjHHCTBeHHO. 
AjibTepHaTHBHO, GnoJiorHMecKHH areHT modkct 

6bITb CBH3aH C BdUeCTBOM, 3(J)(J)eKTHBHbIM &SISI 

yMepiuBJieHHfl kjictok nocjie CBJUbrcaHHa 6hojio- 
rHHecKoro areHTa c npocTaT-cneuH^HHHbiM MeM- 
6paHHbiM aHTHreHOM h nocjie HHTepHajiH3auHH 
6HOJiorHHecKoro areHTa npocTaT-cneuH(|)HHHbiM 
MeM6paHHbiM aHTHreHOM. 

MexaHH3M, nyTeM KOToporo 6HOJiorHnecKHH 
areHT npeflCTaBJuieTCfl npocTaT»cneuH(J)HHHbiM 

MeM6paHHbIM aHTHreHOM, He HBJiaeTCfl KpHTHHe- 
CKHM JXJ1X npaKTHKH HaCTOJHUeiX) H306peTeHH5I. 

HanpHMep, GHOJiornnecKHH areHT mojkct HHityun- 
poBaTb HHTepHajiH3auHio npocTaT-cneuH^HHHoro 
MeM6paHHoro aHTHreHa. AjibTepHaTHBHO, HHTep- 
HajiH3auH>i 6noJiorHHecKoro areHTa Mo^KeT «Bji5iTb- 
C5i pe3yjibTaTOM o6biHHOH HHTepHajiH3auHH npo- 
CTaT-cneuH4)HHHoro MeM6paHHoro aHTHreHa. 

OnHcaHHbie Bbiiue 6nojiorHHecKHe areHTbi 
(t.c, 6nojiorHHecKHe areHTbi, TaKHe KaK aHTHTeJio 
hjih ero CBH3biBaioinafl nacTb, 30H^ hjih jinraH^, 

KOTOpbie, KOHTaKTHpyH C BHeKJieTOHHbIM ^OMeHOM 

npocTaT-cneuH(J)HMHoro MeM6paHHoro aHTHreHa, 
pacno3HaiOT BHeKJieTOHHbiH jxomch npocTaT- 
cneuH^HHHoro MeM6paHHoro aHTHreHa h, npejj- 

nOHTHTeJIbHO, HHTepHaJIH3yK>TCH HM) MOryT 6bITb 

Hcnojib30BaHbi win y^aneHHii hjih yMepiuBJieHHfl 

OHKOJIOTHHeCKHX KJieTOK. B 3TOM acneKTe HaCTOH- 

mero H3o6peTeHHH GnoJiorHMecKHH areHT MoaceT 

6bITb HCnOJIb30BaH e^HHCTBeHHO HJIH MOHCeT 6bITb 

cB5i3aH c BeiuecTBOM, 3c|)(}jeKTHBHbiM win yMepmB- 

JieHH5I OHKOJIOrHMeCKHX KJieTOK nOCJie CB513bIBaHH5I 

6nojiorHMecKoro areHTa c SHjioTejiHajibHbiMH 
KJieTKaMH cocyiiOB, HaxojijmiHxcfl prnxoM c ohko- 
jiorHHecKHMH. 3th GnojiorHHecKHe areHTbi no,a- 
BepraioT KOHTamy c 3H40TejiHajibHbiMH KJieTKaMH 

COCy^OB, HaXOflfllllHXCfl p«^OM C OHKOJIOrHHeCKH- 
MH. KoHTaKTHpOBaHHe npOBO^T npH yCJIOBHJIX, 

KOTopue 3(j)(J )eKTHBHbI jxji5i o6ecneHeHHJi cBfl3bma- 
HHa 6nojiorHHecKoro areHTa c SH^OTejinajibHbiMH 

KJieTKaMH COCy/JOB, HaXOH5ILUHXC5I P5I.ZIOM C OHKO- 

jiornnecKHMH, h, b ^onojiHeHne, KOTopue cnoco6- 
Hbi 3^)(J)eKTHBH0 o6ecneHHBaTb yMepuiBjieHHe hjih 
y^ajieHHe oHKOJiornnecKHx KJieroK. MexaHH3M, 
npn noMoiHH KOToporo npoHCxo^HT yMepiUBJieHne 
hjih y^aneHHe OHKOJiorHnecKHx kjictok, He hbjiji- 
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ere*! npHHUHriHajibHbiM .hjiji npaKTHKH HacToamero 
n3o6peTeHMfl. HanpHMep, OHKOJiorHHecKHe kjictkh 
MoryT 6biTb y6HTbi hjih y/janeHbi HanpaMyio 6ho- 
jiorHHecKHM areHTOM BCJieacTBHe hx 6jih30cth k 

3H < HOTeJlHajlbHbIM KJICTKaM COCyflOB, C KOTOpblMH 

6HOJiorHHecKHH areHT CBJttbiBaeTcn. AjibTepHaTHB- 
ho, 6HOJiorHHecKHH areHT mohcct y6HBan>, y^aji^Tb 

HJIH apyrHM CnOC060M H3MeHJITb CBOHCTBa 3HflO- 
TeJlHaJIbHblX KJieTOK COCyflOB, C KOTOpblMH OH CBJI- 

3ajicji, TaKHM o6pa30M, mto kpobotok no HanpaB- 

JieHHK) K OHKOJIOrHHeCKHM KJieTKaM, HaXOflfllHHMCJI 

pmoM, ocTaHaBJiHBaeTCfl hjih hhum cnoco6oM 
cHHHcaeTCH, o6ecneMHBaa TaKHM o6pa30M yMepiijB- 
jieHHe hjih yaajieHHe oHKOJiorHHecKHx kjictok. 
TaKHM o6pa30M, cnoco6 HacToamero H3o6peTeHHA 
HBjiaeTca oco6eHHo nojie3HbiM ana yMepunwieHHa 
hjih yaarieHHa sH/jOTejiHajibHbix kjictok cocyjjoB b 
3JioKanecTBeHHbix TKaHax, KaK h b 3JioKanecTBeH- 

HblX KJieTKaX, KOHTaKTHpyiOlUHX CO 3JioKanecTBeH- 
HMMH TKaH^MH. 

B oco6eHHo npeOTOHTHTejibHOM Boruiome- 
hhh cnoco6a yaaraeHHa hjih yMepmBJieHHa ohko- 

JIOTHHeCKHX KJieTOK B COOTBCTCTBHH C HaCTOailJHM 

H3o6peTeHHeM Hcnojib3yeMbiH 6HOJiorHMecKHH 
areHT TaKOB, mto KOHTaKTHpya c BHemieTOMHbiM 
^oMeHOM npocTaT-cneuH({)HHHoro MeM6paHHoro 
aHTHreHa, oh cBa3biBaeTca h HHTepHajiH3yeTca 
BHeKJieTOHHbIM flOMCHOM npocTaT-cnen.H(])HMHoro 
MeM6paHHoro aHTHreHa. Cnoco6bi HacToamero 
H3o6peTeHH>i oco6eHHO nojie3Hbi ;yia yMepmBJie- 

HH5I HJIH y^aJieHH^ OHKOJIOrHHeCKHX 3nHTeJIHaJIb- 

hux KJieTOK npocTara, KaK h flpyrnx kjictok, He- 
acejin oh ko jiorHHecKHe snnTejiHanbHbie kjictkh 
npocTara. i IpHMepaMH ohkojiothmcckhx kjictok, 

KOTOpbie aBJiaiOTCa O H KO JIO THM eCKH M H He 3nHTCJIH- 

ajibHbiMH KJieTKaM h npocTaTbi, aBJiaioTca 3JiOKaMe- 
CTBeHHbie KJieTKH noneK, ypOTejina, tojictoh khhi- 

KH, npJIMOH KHUIKH, JierKHX H MOJIOMHOH >KeJie3bl, H 

3JioKaHecTBeHHbie kjictkh m eTacTaTHM ecKO h aae- 
HOKapuHHOMbi neneHH. HecMOTpa Ha to, mto cno- 
co6 HacToainero H3o6peTeHHa mohcct 6biTb hc- 
nojib30BaH ;uia yMepuiBJieHHA hjih yaaneHHa jiio- 
6bix KJieTOK, KOTOpbie 3KcnpeccHpyioT bhckjictoh- 
hmh jiomch npocTaT-cneuHC^HHHoro MeM6paHHoro 
aHTHreHa hjih ero nacTb, hjih Hbe cymecTBOBaHHe 

3aBHCHT OT KJICTOK, KOTOpbie 3KCnpeCCHpyK)T BHC- 

KJieTOHHbiH jioMeH npocTaT-cnen.H(j)HMHoro mcm- 
6paHHoro aHTHreHa hjih ero nacTb, cnoco6 Ha- 
cToamero H3o6peTeHHa aBJiaeTca oco6chho nojie3- 

HblM flJIfl yMCpUIBJieHHJI HJIH y^aJICHHH OHKOJIOrH- 
HCCKHX KJICTOK, TaK KaK 3H,ZIOTeJIHajIbHbie KJieTKH 
COCy^OB, flOCTaBJiaiOIUHX KpOBb K 3JIOKaHeCTBeH- 

HbiM TKaHHM (HanpHMep, onyxojiaM, o6i»caHHeHH- 

JIM OHKOJIOTHHeCKHX KJICTOK HJIH iipyrHM 3JIOKaMe- 

CTBeHHbiM MaccaM), 3KcnpeccnpyioT bhckjictoh- 
HbiH ^omch npocTaT-cneuH<j)HHHoro MeM6paHHoro 
aHTHreHa BHe 3 aB h ch mo cth ot Toro, KaKofi THn 
paKa HMeeT mccto. B KOHTpacTe, 3H^0TejinajibHbie 

KJICTKH COCy^OB, .aOCTaBJUHOlUHX KpOBb K HOp- 

MajibHbiM TKaHAM, He 3KcnpeccnpyiOT bhckjictom- 
HbiH zioMeH npocTaT-cneuH4)HHHoro MeM6paHHoro 
aHTHreHa. 
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flpyroH acneicr HacToamero H3o6peTeHHa ot- 
hochtch k cnoco6y onpe^ejieHHa HopManbHbix, 
;K)6poKaMecTBeHHbix rHnepnjiacTHMecKHX h 3JiOKa- 
necTBeHHbix 3nHTejiHanbHbix kjictok hjih hx Mac- 
Ten b 6nojiorHMecKOH npo6e. 3tot cnoco6 bkjho- 
MaeT o6ecneMeHHe Ghojiothmcckhm areHTOM, Ta- 
KHM, KaK aHTHTejio hjih ero CBa3bmaiomaa MacTb, 

30H/J HJIH JIHraHfl, KOTOpbie CB5I3bIBaiOTC5I C BHe- 

KJieTOMHblM 40MeH0M npocTaT-cneuH<}>HMHoro 
MeM6paHHoro aHTHreHa TaKHX kjictok. EnojiorHMe- 
ckhh areHT cBa3biBaiOT c mctkoh, cnoco6HOH 3(^- 
cpeKTHBHo o6ecneMHTb onpeaejieHHe kjictok hjih 
hx MacTen (HanpHMep, npocTaT-cnenHqbHMHbiH 
MeMGpaHHbin aHTnreH hjih ero qbparMeHT, Bbme- 

JieHHblH H3 TaKHX HOpMaJIbHblX, flo6pOKaMeCTBeH- 

Hbix rnnepnjiacTHMecKHx h 3JiOKaMecTBeHHbix kjic- 
tok) nocjie CB>i3biBaHH5i 6HOJiorHMecKoro areHTa c 
KJieTKaM n hjih hx MacTJiMH. BnoJiorHMecKyio npo6y 
no^BepraioT KOHTaKTy c Ghojiothmcckhm areHTOM, 

HMdOIHHM MCTKy, npH yCJIOBHHX, 3<})(j)eKTHBHbIX 

jxjvsi ocymecTBJieHHfl cBA3biBaHHJi GnojiorHMecKoro 
areHTa c BHeKJiCTOMHbiM j^omchom npocTaT- 
cneuH(j)HMHoro MeM6paHHoro aHTHreHa jno6bix 
KJieTOK hjih hx MacTCH b 6HOJiorHMecKOH npo6e. 

npHCyTCTBHe JIK)6bIX KJieTOK HJIH HX MaCTCH B 

6nojiorHMecKOH npo6e onpe^ejunoT nyTeM o6Ha- 
pymeHHH mctkh. B ero npe^noMTHTejibHOH (JiopMe 

TaKOe KOHTaKTHpOBaHHe npOB0^5IT y »CHBbIX MJie- 
KOnHTaiOlUHX H OHO BKJIIOMaeT BBe^eHHe 6HOJIOTH- 

MecKoro areHTa MJieKonHTaiomeMy npn ycjiOBHax, 

3(})4)eKTHBHbIX 4JI5I OCyiHeCTBJICHHH CB5I3bIBaHHJI 

6nojiorHMecKoro areHTa c npocTaT-cneuH^HMHbiM 

MeM6paHHbIM aHTHreHOM HJIH C JIK)6oH H3 kjictok, 

hjih hx Macren b 6HOJiornMecKOH npo6e. CHOBa 
TaKoe BBe/jCHHe mo>kct 6biTb ocymecTBJieHo 
opajibHO hjih napeHTepajibHO. 

Cnoco6 HacTOJimero H3o6peTeHHH mojkct 
6biTb Hcnojib30BaH ^jih o6cjie>[ioBaHHfi nauneHTOB 
Ha npe^MeT 3a6ojieBaHHH, cBH3aHHoro c npncyTCT- 
bhcm HopManbHbix, jjo6poKaMecTBeHHbix rnnep- 
njiacTHMecKHX h 3 JioKaMecTB eH h mx annTejiHajib- 

HblX KJieTOK HJIH HX MaCTCH. AjIbTCpHaTHBHO OH 
MO>KCT 6bITb HCnOJIb30BaH flJVi H^eHTHqbHKaUHH 

B03BpaTa TaKHX 3a6ojieBaHHH, oco6chho, Kor^a 
3a6ojieBaHne jioKaJiH30BaHO b onpe^eJieHHOM 6ho- 
jiornMecKOM MaTepnane nauneHTa. HanpHMep, B03- 
BpaT npocTaTHMecKoro 3a6o ji e b annn b npocTara- 
Mecicyio jiMKy mo^cct BCTpeMaTbCH nocjie paan- 
KanbHOH n pocTaT3 ktom h h . Hcnojib3yji cnoco6 Ha- 
CToamero H3o6pcreHHH, stot B03BpaT mo5kct 6biTb 
onpe^ejieH nyTeM BBeiieHHJi MJieKonHTaiomeMy 
aHTHTeJia C 6jIH3KOJ4eHCTByiOmeH paanoaKTHBHOH 

mctkoh h 3aTeM nyTeM onpcuejieHHa mctkh peK- 
TanbHo, HanpHMep, npn noMomH TpaHcpeKTajibHO- 
ro iieTeKTopHoro 30H.ua. 

B KaMecTBe ajibTepHaTHBbi mar KOHTaKTHpo- 
BaHHH mo>kct 6biTb ocymecTBJieH b npo6e cwbo- 

POTKH HJIH MOMH, HJIH flpyTHX MCH^KOCTJIX Opra- 

HH3Ma, HanpHMep, ajih onpe^ejieHHH npncyTCTBHJi 

PSMA B >KHJJKOCTH OpraHH3Ma. Kor^a KOHTaKTH- 
pOBaHHe npoBojiAT b cbmopoTKe hjih npo6e MOMH, 
npeanoMTHTejibHo, mto6h GnojiorHMecKHH areHT 
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He pacno3HaBaji apyrnx, hokcfih PSMA, aHTnre- 
hob, uHpKyjwpyiomHx b kpobh. IlocKOJibKy uejibie 

KJieTKH npOCTaTbl He 3KCKpeTHpyiOT hjih ceKpeTH- 

pyiOT PSMA bo BHeioieTOHHoe OKpyaceHne, onpe- 
^ejieHHe PSMA b cbmopoTKe, Mone hjih apyrnx 
jKH.aKocTax opraHH3Ma, o6whho, o6o3HaHaeT, hto 

KJieTKH npOCTaTbl JlH3HpOBaHbI. TaKHM o6pa30M, 

GnojiorHHecKHe areHTbi hjih cnoco6bi HacToamero 
H3o6peTeHHfl MoryT 6biTb ncnojib30BaHbi jxirn on- 
pe/iejieHHfl 3^(J)ckthbhocth npoTOKOJia jieneHna 
paKa npocTaTbi nyTeM aHajiH3a ypoBHs PSMA b 
CbmopoTKe, Mone hjih .npyrnx >kh^koctjix opra- 

HH3Ma. 

B oco6eHHO npcanoHTHTejibHOM Bonjiome- 
hhh cnoco6a onpeaejieHHfl HopManbHbix, £o6poKa- 
necTBeHHbix rHnepnjiacTHHecKHx h 3JiOKanecTBeH- 
hwx 3nHTejiHajibHbix KJieTOK npocTaTbi b cooTBeT- 

CTBHH C HaCTOHIUHM H306peTeHHeM, 6HOJ10rHHe- 

ckhh areHT, Tanon, KaK aHTHTejio hjih ero CBH3bi- 
Bajomaa nacTb, 3oan hjih JinraH^, CBH3biBaeTca h 
HHTepHaJiH3yeTCJi npocTaT-cneun(j)HHHbiM MeM- 

6paHHbIM aHTHreHOM TaKHX KJieTOK. CHOBa 6hojio- 
THHeCKHH areHT CBH3bIBaK)T C MeTKOH, cnoco6HOH 

3cjxj>eKTHBHo o6ecneHHTb onpe^eJieHHe kjictok hjih 
hx nacTen nocjie cBJBbiBaHna 6nojiorHHecKoro 
areHTa h HHTepHajiH3auHH GHOJiornnecKoro areHTa 
npocTaT-cneuH(|)HHHbiM MeM6paHHbiM aHTHreHOM. 

flpyroH acneicr Hacroflinero H3o6peTeHH*i ot- 
hochtca k cnoco6y onpeaejieHHH 3JiOKanecTBeHHOH 
TKaHH b 6nojiorH4ecKOH npo6e. 3tot cnoco6 
BKjnonaeT o6ecneneHHe BbimeonHcaHHbiM 6hojio- 
rHHecKHM areHTOM (HanpHMep, TaKHM 6HOJiornHe- 
ckhm areHTOM, KaK aHTHTejio hjih ero CBS3biBaio- 
maa nacTb, 30Hfl hjih jiHraHA, KOTopwe, KOHTaKTH- 

pyfl C BHeKJieTOHHbIM ^OMeHOM npocTaT- 

cneuH^HHHoro MeMGpaHHoro aHTnreHa, pacno- 
3HaiOT BHeicneTOMHbiH ^omch npocTaT- 
cneun(j)HHHoro MeM6paHHoro aHTnreHa). Ehojio- 

THMeCKHH areHT CB5I3bIBaK)T C MeTKOH, KOTopaa 

cnoco6Ha o6ecneHHTb 3(j)({>eKTHBHoe onpe^ejieHHe 
3H^0TejiHajibHbix KJieTOK cocynoB, naxojwimxcn 
okojio hjih BHyTpH OHKOJiorHHecKOH TKaHH, nocjie 
CBH3biBaHHH 6nojiorHHecKoro areHTa c 3H,aoTejiH- 
aJIbHblMH KJieTKaMH cocy^OB, Haxoaamnxca OKOJIO 
HJIH BHyTpH OHKOJIOrHHeCKOH TKaHH. EHOJIOrHHe- 

CKyio npo6y 3aTeM no^BepraioT KOHTaKTy c 6hojio- 

THMeCKHM areHTOM, HMeKDIUHM MeTKy. KOHTaKTH- 
pOBaHHC npOBO^HT npH yCJIOBHHX, n03BOJIHK>mHX 
3(j)(j)eKTHBHO npOBeCTH CB#3bIBaHHe 6HOJ10rHHeCKO- 

ro areHTa c 3H£OTejinajibHbiMH KJieTKaMH cocyaoB, 

HaXOflfllUHXCH OKOJIO HJIH BHyTpH OHKOJIOrHHeCKOH 

TKaHH, b 6noJiorHHecKOH npo6e. ripncyTCTBHe 3Jio- 
KanecTBeHHbix KJieTOK hjih hx nacTen b 6nojiorn- 
necKOH npo6e onpaaejiaioT nyTeM o6Hapy>KeHHa 

MeTKH. 

Bmccto Toro, HTo6bi no^BepraTb KOHTaKTy c 
6HOJiorHHecKHM areHTOM uejiyio 6HOJiorHHecKyio 
npo6y, npe^noJiaraeTCii, hto Mo>KeT 6biTb ncnojib- 
30BaHa nacTb 6nojiornHecKOH npo6bi. HanpHMep, 
npo6a H3 TKaHeBOH 6noncHH mo>kct 6biTb nojx- 
BeprHyTa KOHTaKTy c GHOJiornnecKHM areHTOM jxnn 
onpe^ejieHHfl n pn cy tctb h n 3JiOKanecTBeHHOH TKa- 



HH b npo6e TKaHeBOH 6noncnH, TaioKe KaK h b 
6ojibiueH 6HOJiorHnecKOH npo6e, H3 kotopoh oHa 

B3HTa. AjIbTepHaTHBHO, 6HOJIOrHHeCKHH areHT MO- 

tkqt GbiTb no^BeprHyT KOHTaKTy c npo6on cmbo- 

pOTKH HJIH MOHH ^Jlfl TOTO, HT06bI yflOCTOBepHTbCfl, 

npncyTCTByiOT jih b Hen KaKne-jin6o 3HflOTejiHarib- 
Hbie KJieTKH cocyiiOB, 3KcnpeccHpyfomne BHeioie- 
tohhwh iioMeH npocTaT-cneiiH<j)HHHoro aHTnreHa. 
Ecjih 3Hj[iOTejiHajibHbie kjictkh cocyaoB, 3Kcnpec- 
cnpyiomHe BHeKJieTOHHbin aomch npocTaT- 
cneuH{J)HHHoro aHTHreHa, o6Hapy>KHBaioTCH b co- 
cy^HCTOH ceTH 3JioKanecTBeHHbix TKaHen, ho He b 
cocy^HCTOH ceTH HopMaJibHbix TKaHen, oSHapyace- 
Hne MeTKH b npo6e CbmopoTKH hjih mohh 03HanaeT 

n pHCy TCTB H e 3JIOKaHCCTBeHHOH TKaHH B OOJIbUJCH 

6HOJiorHHecKOH npo6e, H3 KOTopon OHa B3jrra (t.c, 
b nauneHTe). 

B oco6eHHo npe^noHTHTejibHOM Bonjiome- 
hhh cnoco6a onpe^ejieHHJi 3JioKanecTBeHHbix TKa- 
Hen B COOTBeTCTBHH C HaCTOflUIHM H3o6peTeHHeM 
ncnojib3yeMbiH GnojiornnecKHH areHT TaKOB, hto 

KOHTaKTHpyJ! C BHeKJICTOHHblM ilOMCHOM npOCTaT- 

cneun(}>HHHoro MeM6paHHoro aHTnreHa, oh CB5i3bi- 
BaeTCH h HHTepHaJiH3yeTC5i npocTaT-cneun^HHHbiM 
MeM6paHHbiM aHTHreHOM. Cnoco6 HacToamero 
H30 6peTe h mi Mo^ceT 6biTb Hcnojib30BaH ;uih onpe- 
.aejieHHH 3JioKaHecTBeHHbix 3nHTejinajibHbix KJieTOK 
npocTaTbi, KaK n 3JioKaHecTBeHHbix TKaHen, co- 
^epacamnx ^pyrne oHKOJiomnecKne kjictkh, He^ce- 
jin OHKOJiorHHecKne 3nnTejinajibHbie kjictkh npo- 
cTaTbi. ripHMepw 3JioKaHecTBeHHbix TKaHen, co- 
^ep>Kamnx ^pyrne 3JiOKanecTBeHHbie kjictkh, He- 
5Kejin 3JiOKanecTBeHHbie 3nnTejinajibHbie kjictkh 
npocTaTbi, KOTopwe MoryT GbiTb onpe^ejieHbi cno- 
co6aMH HacTOflinero H3o6peTeHHJi, BKjnonaioT oh- 
KOJiornHecKne kjictkh noneK, ypoTejina, tojictoh 

KHUIKH, npHMOH KHQJKH, JierKHX H MOJIOHHOH HCeJie- 

3bi, h OHKOJiorHHecKyio TKaHb MeTacTaTHHecKon 
a,zieHOKapunHOMbi neneHH. 

KaK yKa3aHO Bbime, GnojiomHecKne areHTbi, 
nooxoijamne jxnx jih6o yMepmBJieHHH, y^ajieHHH, 
jih6o onpe^ejieHHH 3JioKanecTBeHHbix kjictok h 
HopMaJibHbix, jxo 6 poKan ecTB eH hwx rnnepnjiacTn- 
necKHX h 3JiOKanecTBeHHbix annTejinajibHbix KJie- 
tok npocTa™, BKjnonaioT aHTHTejia, TaKne KaK 
MOHOKJioHajibHbie hjih noJiHKJioHajibHbie aHTHTejia. 
B ^onojiHeHne, MoryT 6biTb ncnojib30BaHbi $par- 
MeHTbi aHTHTCJi, nojioBHHbi aHTHTeji, m6pnaHbie 

npOH3BO^Hbie, 30HilbI HJIH JIHraHflbl, CB^3aHHbie c 

BHeKJieTOHHbIM ^omchom npocTaT-cneu,H<j>HHHbix 
MeM6paHHbix aHTnreHOB hjih hx nacTen b Hop- 
MaJibHbix, jio6poKaHecTBeHHbix rnnepnjiacTHHe- 
ckhx n 3JiOKanecTBeHHbix 3nnTejiHajibHbix KJieTKax 
npocrraTbi. B pe3yjibTaTe, npH Hcnojib30BaHHH cno- 
co6ob HacToamero H3o6peTeHH5i ajiji yMepmBJie- 
Hna, y^ajieHHH hjih onpe^ejieHna HopMaJibHbix, 
zio6poKaHecTBeHHbix rnnepnjiacTHHecKnx n 3JiOKa- 
necTBeHHbix anHTejinajibHbix kjictok npocTa™, 
6nojiornHecKHe areHTbi cB5i3biBaiOTC5i co bccmh 

TaKHM H KJieTKaMH, H6 TOJIbKO C KJieTKaMH, KOTOpbie 
3a(])HKCHpOBaHbI HJIH C KJieTKaMH, HbH BHyTpHKJie- 

TOHHbie aHTHreHHbie flOMeHbi ^pyrHM o6pa30M 
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3KCnOHHpOBaHbI BHeKJieTOHHOMy OKpVHCCHHK). 

Cjie^oBaTejibHo, cBfl3bmaHHe 6noJiorHHecKHX 
areHTOB cKOHueHTpHpoBaHO b o6jiacTHx, rae cyme- 
cTByioT 3nHTejiHajibHbie kjictkh npocTaTbi, BHe 

3aBHCHMOCTM OT TOrO, (J)HKCHpOBaHbI HJ1H He (|)HK- 
CHpOBaHbl 3TH KJieTKH, HCHBbie OHH HJIH HeKpOTH- 

necKHe. /lonojiHHTejibHo hjih anbTepHaTHBHO, 3th 
6HOJiorHHecKHe areHTbi, TaKHe, KaK aHTHTejia, hx 

CBfl3bIBaK)mHe HaCTH, 30HflbI HJIH JIHraHflbl, CBfl3bI- 

BaiOTCH h HHTepHaJiH3yK)TCfl npocTaT-cneuH- 

(J)HHHbIMH MeM6paHHbIMH aHTMreHaMH HJIH hx nac- 
THMH B HOpMaJIbHblX, ROftpO KdH eCTBe H H blX FHnep- 

njiacTHnecKHX h 3JiOKaHecTBeHHbix 3nHTejiHajib- 
Hbix KJieTOK npocTaTbi. 

FIpOiiyKUHH MOHOKJIOHaJIbHblX aHTHTCJI MO- 

)KeT 6biTb o6ecneneHa MeTcaaMH, KOTopwe hbjiji- 

K)TCfl XOpOLUO H3BeCTHbIMH B 06iiaCTH. B OCHOB- 

hom, npouecc CHanajia BKjnoHaeT nojiyneHHe hm- 
MyHHbix KJieroK (jihm(J)Ouhtob) H3 cejie3eHKH MJie- 
KonHTaiomero (HanpHMep, mbiuih), KOTopoe 6bijio 
npe^BapHTejibHo HMMyHH3HpoBaHo HHTepecyio- 
iuhm aHTHreHOM jth6o in vivo, jih6o in vitro. JIhm- 
([jouHTbi, ceKpeTHpyiomne aHTHTejia, aonojiHH- 

TeJIbHO CJIHBaiOT C KJieTKaMH MHCflOMbl (MbllllH) 
HJIH TpaHC([)OpMHpOBaHHbIMH KJieTKaMH, KOTOpbie 

cnocoGHbi iuiHTejibHO penjiHUHpoBaTbca b kjictoh- 
hoh KyjibType, npcayunpya TaKHM o6pa30M aoji- 
roacHBymyio KJieTOHHyio jihhhk), ceKpeTHpyiomyio 
HMMyHorjio6yjiHH. nojiyneHHbie cjiHTbie kjictkh, 

HJIH rH6pH,HOMbI, KyJIbTHBHpyiOT H aHaJIH3HpyK)T 

nojiyHeHHbie kojiohhh Ha npo/ryKUHio acejiaeMbix 

MOHOKJIOHaJIbHblX aHTHTCJI. KOJIOHHH, npO^yUH- 

pyiomHe TaKHe aHTHTejia, KJioHHpyioT h Bbipaum- 
BaiOT jih6o in vivo, jih6o in vitro iuia nojiyneHHfl 

60JIbHIHX KOJIHHeCTB aHTHTCJI. OnHcaHHe TCOpeTH- 
HeCKOH OCHOBbI H npaKTHHCCKOH MCTO^OJIOrHH 

cjihhhhh TaKHX KJieTOK H3Ji05KeHO y Kohler and 
Milstein, Nature 256:495 (1975), hto BHeceHO 

3£eCb B CCblJIKH. 

JlHM(J)OIIHTbI MJieKOnHTaiOIUHX HMMyHH3H- 

pyiOT nyTeM HMMyHH3an,HH in vivo ^chbothofo 
(HanpHMep, mmuih) 6ejiK0M hjih nojinnenrnnoM 
HacTOJimero H3o6peTeHH«. TaKHe HMMyHH3auHH 
noBTopaioT, ecjiH Heo6xo^HMo, c HHTepBajiaMH no 
HecKOJibKHx He^ejib nojiyneHHfl aocTaTOHHoro 
THTpa aHTHTeji. Flocjie nocjieflHeH HMMyHH3auHH 
>KHBOTHbix 3a6HBaioT h yflaJifliOT kjictkh cejie3eH- 

KH. 

CjIH^HHe C KJieTKaMH MHeJIOMbI MJieKOnH- 

Taiomnx hjih apyrHMH napTHepaMH cjihahha, cno- 
co6hwmh k iiJiHTejibHOH penjiHKauHH b kjictohhoh 
KyjibType, o6ecneHHBaercfl cTaH.napTH umh h xo- 
pouio H3BecTHbiMH MeTo.aaMH, HanpHMep, nyTeM 

HCnOJIb30BaHHfl nOJIH3THJieHrJIHKOJIfl ("PEG") HJIH 

apyrnx areHTOB fljia cjihahha (cm. Milstein and 
Kohler, Eur. J. Immunol. 6:511 (1976), hto BHece- 
ho 3jxech b ccbuiKH). 3Ty ,njiHTejibHo>KHByiuyio 
KJieroHHyio jihhhk), KOTopaa flBjifleTOi, npeanon- 

THTeJIbHO, MblUIHHOH, HO TaKJKe MOHCCT 6bITb nOJiy- 

neHa H3 KJieTOK apyrnx bhaob MJieKonHTaioiuHX, 
BKJHOHaa, ho He orpaHHHHBajiCb, Kpwc h nejiOBeKa, 
ce Ji eKTH py k)t TaK, hto6bi OHa HMejia ^ec|)HUHT b 
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qbepMeHTe, hco6xo,zihmom ^jih yTHJiH3auHH onpe- 
aejieHHbix nHTaTejibHbix BemecTB, 6bijia cnocooHa 
k 6bicTpoMy pocry h HMejia xopouiyio cnoco6- 
HOCTb k cjihhhhk). ripoqbeccHOHajiaM b o6jiacTH 
H3BecTHbi MHorne TaKHe KJieroHHbie jihhhh, apyrne 
jihhhh peryjiflpHO onncbiBaioT. 

l'lpoueziypbi noJiyneHHM nojiHKjioHanbHbix 

aHTHTCJI TaK>Ke XOpOLUO H3BeCTHbI. OGblHHO TaKHe 

aHTHTejia MoryT 6biTb nojiyneHbi nyTeM bbchchha 
6ejiKa hjih nojinnenmaa HacToamero H3o6peTeHH« 
noflKOWHO H0B03ejiaH4CKHM GejibiM KpojiHKaM, y 
KOTopbix cHanajia OT6HpaiOT KpOBb jyiz nojiyneHHfl 

npe-HMMyHHOH CblBOpOTKH. AHTHreHbl MOryT 6bITb 

HH-beunpoBaHbi b o6meM o6t>eMe 100 jiji Ha o^hh 
yKOJi b mecTb pa3Hbix mcct yKOJia. KaacubiH hht>- 
eKUHOHHbiH MaTepHaji 6y,aeT coflep>KaTb chhtcth- 

HeCKHH nOBepXHOCTHMH a^l>K)BaHT nJiypOHHKOBblX 
nOJIHOJIOB HJIH nopOUIK006pa3HbIH aKpHJiaMH^HblH 

rejib, co^ep^caiuHe 6ejiOK hjih nojinnenTH^n nocjie 
SDS-nojinaKpHJiaMH^Horo rejib-3JieKTpoqbope3a. 
flonojiHHTejibHo b TeneHHe .aByx Heaejib nocjie 

nepBOH HH-beKUHH y KpOJIHKOB 3a6HpaiOT KpOBb H 
nepHO^HHeCKH HMMyHH3HpyK)T TCM yK& aHTHreHOM 

Tpn pa3a Kaac^bie uiecTb He^ejib. Ilpo6y cbmopoT- 
kh ,aonojiHHTejibHo coGnpaiOT 10 ^Hefi nocjie Kaac- 

^OH HMMyHH3aUHH. IlOJIHKJIOHaJIbHbie aHTHTejia 
3aTeM y^aJIfllOT H3 CblBOpOTKH a(J)(j)HHHOH xpOMa- 

Torpa4)Hen, Hcnojib3yn cooTBeTCTByiomHH aHTHreH 
^jw 3axBaTa aHTHTejia. B KOHue kpojihkob yMep- 
mBJiaioT neHTo6ap6HTajiOM b ,zio3e 1 50 mv/kt Buyr- 
pHBeHHO. 3Ta h flpyrne npoueaypbi ^jih nojiyne- 

HHH nOJIHKJIOHaJIbHblX aHTHTCJI paCKpblTbl B 

E.Harlow, et al., editors. Antibodies: A Laboratory 
Manual (1988), hto BHeceHO 3,necb b ccmjikh. 

B ^onojiHeHHe k ncnojib30BaHHio uejibix aH- 
THTeji npoueccbi HacToamero H3o6peTeHHJi bkjho- 
naioT HcnoJib30BaHHe CBH3braaiomHX nacTen TaKHX 
aHTHTeji. TaKHe cBJBbraaioiuHe nacTH BKjuonaiOT 
Fab (^parMeHTbi, F(ab') ^parMeHTbi h Fv $parMeH- 
Tbi. 3th (^parMeHTbi aHTHTeji MoryT 6biTb nojiyne- 

Hbl nO^XOA^mHMH npOUCHypaMH, TaKHMH, KaK 

npoue^ypbi npoTeojiHTHnecKOH qbparMeHTauHH, 
KaK onncaHO y J.Goding, Monoclonal Antibodies: 
Principles and Practice, pp.98-118 (N.Y. Academic 
Press 1983), hto bhcccho 3,zzecb b ccbuiKH. 

B KanecTBe ajibTepHaTHBbi, b npoueccax Ha- 
CTonmero H3o6peTeHHH MoryT 6biTb Hcnojib30BaHbi 
30H,abi hjih jinraH^bi, o6Hapy>KeHHbie jih6o b npn- 
poiie, jih6o nojiyneHHbie chhtcthhcckhmh mcto- 
,aaMH peKOM6HHaHTHbix JXHK, hjih 4pyrHMH 6ho- 

JIOrHHeCKHMH HJIH M0JieKyJI5ipHbIMH MeTOflaMH. 
riO,ZlXOA)IUlHMH 30H^iaMH HJIH JIHTaH/iaMH ABJI5HOTC5I 
MOJieKyJIbI, KOTOpbie CB«3bIBaiOTCa C BHeKJieTOH- 
HblMH /lOMCHaMH npOCTaT-CneUH^HHHblX M6M- 

6paHHbix aHTHreHOB, Hj^e hth (|) huh po b aH h bie mo- 

HOKJIOHaJIbHblMH aHTHTCJI 3MH HaCTOflUierO H306pe- 
TeHHJI. flpyrHMH nOiIX0^5IUlHMH 30H4aMH HJIH JIH- 
raH^aMH «BJIflK)TC5I MOJieKyJIbI, KOTOpbie CB5I3bIBa- 

HDTC5I h HHTepHajiH3yioTC5i npocTaT-cneu;H(j)HH- 

HblMH MCM6paHHbIMH aHTHrCHaMH. TaKHMH 30H- 

^aMH hjih jinraH^aMH MoryT 6biTb, HanpHMep, 6eji- 
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KM, nenTHflbl, neKTHHbl HJIH 30H^bI HyKJieHHOBblX 
KHCJIOT. 

Oco6eHHO npe^noHTHTejibHo Mcnojib30BaTb 

MOHOKJIOHaJIbHbie aHTHTe^a, HfleHTH(|)HnHpOBaH- 

Hbie HH>Ke BTa6ji. 1. 



Ha3BaHHe MOHomioHanbHoro 
aHTHTena 


HoMep ATCC win itneTOHHOfi 

J1MHMH rH6pHAOMbl 


E99 


HB-12101 


J415 


HB-12109 


J533 


HB-12127 


J591 


HB-12126 



3th aHTMTejia MoryT 6biTb Hcnojib30BaHbi 

e^MHCTBeHHO HJIH KSK KOMnOHeHT B CMCCH C Jipy- 
THMH aHTHTeJiaMH HJIH flpyrHMH 6HOJIOrHMeCKHMH 

areHTaMH ana jieneHHfl paxa hjih BH3yajiH3auHH 

OHKOJIOrHHeCKHX TKaHeH (OC06eHHO, 3H,ZlOTeJIHaJIb- 
HblX KJieTOK COCVflOB B HHX) HJIH 3nHTCJIHaJIbHbIX 

kjictok npocTaTbi c pa3JiHHaioiuHMHCH xapaicrepH- 

CTHKaMH nOBepXHOCTHblX aHTHreHOB. 

BHe 33BHCHMOCTH OT TOTO, HCnOJlb3yK>TCfl JIH 

GnoJiorHHecKHe areHTbi jxnn JieneHHa hjih jvisi ah- 

arHOCTHKH, OHH MOiyT 6bITb BBe^eHbl OpaJIbHO, 

napeHTepajibHo, noincoacHO, BHyTpHBCHHo, BHyT- 

pHMblllieHHO, BHyTpH6piOIlIHHHO, BBCACHHCM B HOC, 
BHy Tp H no JIOCTH bl M H HJIH BHyTpHny3bIpHbIMH OMbl- 

BaHHHMH, BBCueHHeM b rjia3, BBe^eHHeM b apTe- 
pHH, BBejieHHeM b MecTa nopaaceHHH hjih nyTeM 

npHJIO^CeHHil K CJIH3HCTbIM 060JI0HKaM, T3KHM, KSK 

o6ojiohkh Hoca, ropjia h 6poHXHajibHbix Tpy6. Ohh 
MoryT 6biTb BBeiieHbi eaHHCTBeHHO hjih c (jmpMa- 

UeBTHHeCKH HJIH (J)H3HOJIOrHHeCKH IipHCMJICMblMH 
HOCHTeJIHMH, HanOJIHHTeJIflMH HJIH CTa6HJIH3aTO- 
paMH, H MOHCeT HaXOflHTbCfl B TBepaOH HJIH >KHJJKOH 

qbopMax, TaKHX, KaK Ta6jieTKH, Kancyjiw, nopouiKH, 

paCTBOpbl, CycneH3HH HJIH 3MVJIbCHH. 

(DopMbi iio3HpoBOK TBepaoro BHiia MoryT 
6biTb TpaaHUHOHHoro THna. TBepjiaJi qbopMa mo^kct 
6biTb Kancyjiofi, TaKOH KaK o6biHHoro acejiaTHHo- 
Boro THna, coaepacameH 6noJiorHHecKHH areHT, 
TaKOH KaK aHTHTejio hjih hx cB5i3biBaK)mHe nop- 
uhh, HacTOJimero H3o6pereHH5i h HOCHTejib, Ha- 
npHMep, yBJiaacHHTeJiH h HHepTHbie HanoJiHHTejiH, 
TaKne KaK jiaKT03a, caxapo3a hjih KyKypy3HbiH 
KpaxMaji. B jjpyroM BonjiomeHHH, 3th cocjxuhqhwi 
Ta6jieTHpyK>T c noaxoflJimeH ochoboh w* Ta6/ie- 
rapoBaHHfl, TaKOH KaK jiaKT03a, caxapo3a hjih Ky- 
Kypy3HbiH KpaxMan, hjih >KeJiaTHH, zie3HHTerpH- 
pyiomHe areHTbi, TaKne KaK KyKypy3HbiH KpaxMaji, 
KapTo<j)ejibHbiH KpaxMaji hjih ajirHHHKOBaa khcjio- 
Ta, n yBJia^KHHTejib, TaKOH KaK cTeapHHOBaa khcjio- 
Ta hjih cTeapaT MarHHa. 

BHOJiornnecKHH areHT HacToamero H3o6pe- 
TeHHH MO>KeT TaK^ce 6bITb BBej^eH b hh^ckuhohhoh 
,ao3HpoBKe b pacTBope hjih cycneH3nn 3thx MaTe- 
pnanoB b (J)H3HOJiornHecKH npHeMJieMOM pa36aBH- 
Tejie c <J)apMaueBTHHecKHM HOCHTejieM. TaKHe ho- 

CHTeJIH BKJIIOMaiOT CTepHJIbHbie 3KHflKOCTH, TaKHe 

KaK BOfla hjih Macjia, c hjih 6e3 ^o6aBJieHna cyp- 
(j)aKTaHTa h apyroro ^apMaueBTHnecKH h (J)H3ho- 
jiornHecKH npneMJieMoro HocHTejia, Bmnonaa aab- 

HDBaHTbl, HanOJIHHTeJIH HJIH CTa6HJIH3aTOpbI. Hji- 



JIIOCTpaTHBHblMH MaCJiaMH flBJIHK>TCH He<j)THHbie, 
^CHBOTHbie, paCTHTeJIbHbie HJIH CHHTeTHHeCKOrO 

nponcxo>K^eHH5i, HanpnMep, apaxHCOBoe Macjio, 
coeBoe Macjio hjih MHHepajibHoe Macjio. B ochob- 

HOM, npeflnOHTHTeJIbHblMH HCHflKHMH HOCHTeJiaMH, 
0C06eHH0 flJia HHT>eKUHOHHbIX paCTBOpOB, aBJiaiOT- 

ca Bo^a, pacTBop xjiopnaa HaTpna, BOflHaa D- 
rjnoK03a h cooTBeTCTByiomnH pacTBop caxapa, h 
tjihkojih, TaKne KaK nponnJieHrjiHKOJib hjih nojiH- 

3THJieHrjIHKOJIb. 

Jinn Hcnojib30BaHHH b KanecTBe a3po30JieH 
6nojiorHMecKHH areHT HacToamero H3o6peTeHHa b 
pacTBope hjih cycneH3HH mo>kct 6biTb ynaKOBaH b 
a3po30JibHbin KOHTenHep nojx ^aBjieHHeM cobmcct- 
ho c noflxo;wmHMH nponejiJieHTaMH, HanpHMep, 
rnflpoyrjiepoflHbiMH nponejiJieHTaMH, TaKHMH, KaK 
nponaH, 6yTaH hjih H3o6yTaH c noflxoaaiiWMH 
ajjbio b aHTaM h . MaTepnanbi HacToamero H3o6peTe- 
HHfl tqktkc MoryT 6biTb BBe^eHbi b (J>opMe 6e3 ,uaB- 

JICHHH, TaKOH, KaK pacnblJIHTeJlb HJIH a3p030JIbHbIH 

HHrajiaTop. 

BHOJiornnecKHe areHTbi MoryT 6biTb ncnojib- 
30BaHbi Ana o6Hapy»<eHHH OHKOJiornnecKHx TKaHeH 
(oco6eHHo, b 3HflOTejiHajibHbix KJieTKax hx cocy- 
jxob) h HopMajibHbix, ^o6poKaHecTBeHHbix rnnep- 
n ji acTH h ecKHx h 3JioKanecTBeHHbix 3nHTeJiHajib- 
hhx KJieroK npocTaTbi in vivo. 3to flocrnraeTca 
nyTeM noMeTKH 6HOJiorHnecKoro areHTa, BBe^eHHa 
MeneHoro 6nojiorHHecKoro areHTa MjieKonnTaio- 
meMy h ^onojiHHTejibHo BH3yajiH3auneH MJieKonn- 
Taiomero. 

ripHMepaMH MeTOK, nojie3Hbix ^jiji ^narHo- 

CTHHeCKOH BH3yaJIH3aUHH B COOTB eTCTB H H C Ha- 
CTOaiUHM H306pCTeHHeM ABJIflfOTCfl paUHOMCTKH, 

KaK 131 I, m In, ,23 I, "mTc, 32 P, ,25 1, 3 H, l4 C h ,88 Rh, 
t|)jnoopecueHTHbie mctkh, KaK (jjjiyopecneHH h po- 
.aaMHH, aKTHBHbie mctkh j\nn a^epHoro MarHHTHo- 

TO pe30HaHCa, H30TOnbI n03HTpOHHOH 3MHCCHH, 

onpejjejiaeMbie cKaHepOM ho3htpoh-3mhcchohhoh 
TOMorpaqbHH ("PET"), xeMOJnoMHHecuepbi, KaK 
jnouH(J)epHH, h (j)epMeHTaTHBHbie MapKepw, KaK 
nepOKCH,aa3a hjih 4>oc4)aTa3a. Taoce MoryT 6biTb 

paHHOH30TOnHbie 6jIH3KOiieHCTByK>mHe hctohhhkh 

H3JiyHeHHH, TaKne, KaK H30Tonu, onpexiejiaeMbie 

KOpOTKO^HCTaHUHOHHblMH ^eTeKTOpHblMH 30H,aa- 
MH, TaKHMH, KaK TpaHCpeKTaJIbHblH 30H^. 3TH H30- 

Tonw h TpaHcpeKTajibHbie ^eTeKTOpHbie 30H^bi, 
Gyjxynn Hcnojib30BaHHbiMH b KOM6HHauHH, hbjih- 
lOTca oco6eHHo nojie3HbiMH AJia onpeaejieHHfl B03- 
BpaTOB npocTaTHMecKOH jimkh h 3a6ojieBaHHH y3- 
jiob Ta3a. BnojiorHHecKHH areHT MO^ceT 6biTb no- 
MeneH TaKHMH peareHTaMH c Hcnojib30BaHHeM Me- 
ToaoB, H3BecTHbix b o6jiacTH. HanpHMep, CM. 
Wensel and Meares, Radioimmunoimaging and 
Radioimmunotherapy. Elsevier, New York (1983), 
hto BHeceHO 3^ecb b ccbijiKH, Ha npcaMeT mcto^hk, 

OTHOCfllUHXCfl K pa^HOMeHeHHK) aHTHTeJI. CMOTpH- 

Te TaK^Ke D.Colcher et al., "Use of Monoclonal An- 
tibodies as Radiopharmaceuticals for the Localiza- 
tion of Human Carcinoma Xenografts in Athymic 
Mice", Meth. Enzymol. 121: 802-816 (1986), hto 
BHeceHO 3jjecb b ccujikh. 
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PanHOMeneHbiH GnojiorHHecKHH areHT 3Toro 
H3o6peTeHHfl mohcct 6biTb Hcnojib30BaH jyifl jjnar- 
HocTHHecKHX TecTOB in vitro. CneuH^HHecKaa ax- 
THBHOCTb MeneHoro 6nojiorHHecKoro areHTa, TaKO- 
ro KaK MeneHoe aHTHTejio, ero cBA3biBaiomaji 

HaCTb, 30HR HJIH JIHTaH^, 3aBMCHT OT nOJIV>KH3HH, 
H30TOnHOH HHCTOTb! pajIHOaKTHBHOH MeTKH H TOTO, 
KaKMM 06pa30M MeTKV BHOCflT B 6HOJ10rHMeCKHH 

areHT. B Ta6ji. 2 nepenHCJieHbi HeKOTOpwe uiHpoKo 
Hcnojib3yeMbie H30Tonbi, hx cneu.H(j>HHecKHe aK- 

THBHOCTM H nOJIV>KH3HH. B HMMyHOJIOrHHCCKHX 

TecTax, neM Bbiuie cneuncjMHecKaji aKTHBHocTb, 
o6biMHo, TeM jiynuie nyBCTBHTejibHOCTb. 
, ^ Ta6jmua 2 



H30Ton 


YnenbH&l aKTHBHOCTb HHCTOrO 
H30TOna (KH/MOJlb) 


riepHOA nonypac- 
naaa 


' 4 C 


6.25 x 10 1 


5720 JieT 


3 H 


2.01 x 10 4 


12.5 JieT 


35 S 


l.SOxlO 6 


87 AHefl 


.25, 


2.18 x 10 6 


60 flHeR 


32p 


3.16 x 10 6 


14.3 flHJI 


131, 


1.62 x 10 7 


8.1 RHH 



npoue^ypbi noMCTKH 6nojiorHHecKHX areH- 

TOB paOHOaKTHBHMMH H30TOnaMH, nepenHCJieHHbi- 
MH B Ta6il. 2, ABJIHiOTCfl IllHpOKO H3B6CTHbIMH B 

o6jiacTH. Flpoueiiypbi noMeTKH TpHTHeM onncaHbi 
b nareHTe CLUA jY» 4,302,438, hto BHeceHo 3^ecb b 

CCblJIKH. ripOUe^ypbl HOflHpOBaHHfl, nOMCTKH TpH- 
THeM h noMeTKH 35 S, cneunaJibHO aaanTnpoBaHHbie 
Win MbiuiHHbix MOHoioiOHajibHbix aHTHTeji, onnca- 
hm y Goding, J.W. (supra, pp 124-126), h ccbuiKa, 
npouHTHpoBaHHaa TaM, hto BHeceHo 3jiecb b ccbiJi- 
kh. J3pyrHe npouejrypbi HOjmpoBaHHa 6HOJiornHe- 
ckhx areHTOB, TaKHx, KaK aHTHTejia, hx cB«3bi- 
Baioinne nacTH, 3oaabi hjih jinraH^bi, onncaHbi y 
Hunter and Greenwood, Nature 144:945 (1962), 
David et al., Biochemistry 13:1014-1021 (1974) h b 
nareHTax CUIA Nos. 3,867,517 h 4,376,110, hto 
BHeceHo 3iiecb b ccmjikh. 3jieMeHTbi juvi paanoaK- 
THBHoro MeneHHJi, KOTopwe nojie3Hbi jura BH3yann- 
3auHH, BKJiK)HaK)T 123 I, l31 I, 11 'in h 99m Tc, HanpH- 
Mep. ripoue^ypbi HOiiHpoBaHHH 6nojiorHHecKHx 
areHTOB onncaHbi y Greenwood, F. et al., Biochem. 
J. 89:114-123 (1963); Marchalonis, J. Biochem.J. 
113:299-305 (1969); h Morrison, M. et al, Immu- 
nochemistry. 289-297 (1971), hto BHeceHo 3jiecb b 
ccwJiKH. Flponeflypbi 99m Tc-MeHeHHa onncaHbi y 
Rhodes, B. et al. in Burchiel, S. et al. (eds), Tumor 
Imaging: The Radioimmunochemical Detection of 
Cancer. New York: Masson 111-123 (1982) h 
CCblJIKH, npOUHTHpOBaHHbie TaM, hto BHeceHo 

3,aecb b ccbijiKH. ripoueaypbi, no/jxojyimHe juin 
n, In-MeHeHHa 6nojiorHHecKHX areHTOB, onncaHbi y 
Hnatowich, DJ. et al., J. Immul. Methods. 65:147- 
157 (1983), Hnatowich, D. et al., J. Applied Radia- 
tion. 35:554-557 (1984) h Buckley, R.G. et al., 
F.E.B.S. 166:202-204 (1984), hto bhcccho 3/jecb b 

CCblJIKH. 

B cjiynae, ecjin 6nojiorHHecKHH areHT hbjih- 
eTca pa^HOMeneHbiM, 6nojiorHHecKHH areHT bbo- 
jwt nauneHTy c JiOKajiH3auneH b onyxojiH, Hecy- 
men aHTnreH, c KOTopbiM 6nojiorHHecKHH areHT 



pearnpyeT, h onpejiejnnoT hjih "BH3yajiH3HpyK)T" 
in vivo, Hcnojib3yji H3BecrHbie Merojjbi, TaKHe, KaK 
pajiHO^epHoe CKaHnpoBaHne c h cno ji b30B aH h eM , 
HanpHMep, raMMa-KaMepbi hjih 3mhcchohhoh to- 
Morpatj)HH. Cm., HanpHMep, A.R.Bradwell et al., 
"Development in Antibody Imaging", Monoclonal 
Antibodies for Cancer Detection and Therapy. 
R.W.Baldwin et al., (eds.), pp.65-85 (Academic 
Press 1985), hto BHeceHo 3aecb b ccwjikh. Ajib- 

TepHaTHBHO, MOJKeT 6bITb HCnOJlb30BaH n03HTpOH- 
HblH 3MHCCH0HHUH TpaH CaKC HaJI b H bl H TOMOipaqbH- 
HeCKHH CKaHHep, KaK TaKOBOH, C03flaHHbIH Pet VI, 

HaxoflfliuHHca b Brookhaven National Laboratory, 
ecjin Hcnojib3yioT pazino m eTKy , BbicBo6o>Kflaio- 
myio no3HTpoHbi (HanpHMep, ll C, l8 F, l5 0 h 13 N). 

BnojiorHHecKHe areHTbi, MeneHbie (Juiyopo- 
qbopaMH hjih xpoMoqbopaMH, MOiyr 6biTb nojiyne- 
Hbi H3 cTanaapTHbix iiojien, H3BecTHbix b o6jiacTH. 
FIocKOJibKy aHTHTejia h apyrne 6ejiKH ajicop6Hpy- 
K)T CBeT, HMeiomHH juiHHy BOJiHbi no, npHMepHO, 
310 hm, qViyopecueHTHbie jxojw aojDKHbi 6biTb Bbi- 
6paHbi TaK, HTo6bi ohh hmcjih ocHOBHyio aacop6- 
UHio npn juiHHax bojih Bbiuie 319 hm h, npejmoH- 
THTejibHo, Bbitue 400 hm. Pa3Hoo6pa3He nojtxojw- 
mnx qbjiyopecueHTHbix h xpOMoqbopHbrx BemecTB 
onncaHO y Stryer, Science. 162:526 (1968) h 
Brand, L. et al., Annual Review of Biochemistry. 
41:843-868 (1972), hto BHeceHo 3jtecb b ccwjikh. 
BnojiorHHecKHe areHTbi MoryT 6bm» noMeneHbi 
rpynnaMH (JuiyopecueHTHbix xpoMoqbopoB Tpaan- 

UHOHHblMH MeTOJiaMH, TaKHMH, KaK paCKpblTbie B 

naTeHTax CLUA J*>jY«. 3,940,475, 4,289,747 h 
4,376,1 10, hto BHeceHo 3/aecb b ccujikh. 

(Xhhoh H3 rpynn qbjnoopecueHTHbix BemecTB, 
HMeiomnx Ha6op >KeJiaeMbix cbohctb, onncaHHbix 

BblUie, 5IBJIJUOTC5I KCaHTHHOBbie KpaCHTeJIH, KOTO- 

pwe BKjnonaiOT (J)jiyopecn,eHHbi, nojiyneHHbie H3 
3,6-,aHrHjipoKCH-9-(l)eHHJiKcaHTrHjipojia, h pe3aMH- 
Hbi h poaaMHHbi, nojiyneHHbie H3 3,6-;maMHHO-9- 
(jjeHHJiKcaHTrnjjpojia h jiH33aHHM po/jaMHHa B. 
PojjaMHHOBbie h (J)jiyopecueHHOBbie npoH3Bo;iHbie 
9-o-Kap6oKCHqbeHHJiKcaHTrHjipojia HMeiOT 9-o- 
Kap6oKCH(J)eHHJibHyK) rpynny. OjiyopecueHHOBbie 
coejmHeHHH, HMeiomne peaKTHBHbie cnapeHHbie 
rpynnbi, TaKHe KaK aMHHorpynnbi, h H30- 
THounaHaTHbie rpynnbi, TaKHe KaK ^JiyopecueHH 

H30THOUHaHaTbI H (J)JIK)OpeCKaMHHbI, UIHpOKO jioc- 

TynHbi. flpyron rpynnon qbjiyopecueHTHbix coejiH- 

HeHHH HBJI5IIOTC5I Ha(|)THJiaMHHbl, HMdOUXHe aMHHO 

rpynny b no3HUH5ix a hjih p. 

BnojiorHHecKHe areHTbi MoryT 6biTb noMene- 
Hbi qbJiyopoxpoMaMH hjih xpoMO^opaMH npoue/jy- 
paMH, onncaHHbiMH y Goding, J. (supra, pp 208- 
249). BnojiorHHecKHe areHTbi MoryT 6biTb noMene- 
Hbi HHjrHKaTopHbiMH rpynnaMH, co/aepacamHMH 

^MP-aKTHBHbIH aTOM ,9 F HJIH MHOHCeCTBOM TaKHX 

aTOMOB, TaK KaK (i) npaKTnnecKH Bee npHpo^HO 
6oraTbie qbjiyopnHOM aTOMbi aBJiaioTca H30TonaMH 
,9 F h, TaKHM o6pa30M, npaKTHHecKH Bee qbjiyopHH- 
cojiepHcamne coejiHHeHHH hbjijiiotch flMP- 
aKTHBHbiMn; (ii) MHorne xhmhhcckh aKTHBHbie 
nojiH(|)jiyopHHHpoBaHHbie coe^HHeHHH, TaKHe, KaK 
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TpH(J)TOpyKCyCHbIH aHHiapHfl, HBJWKfTCH KOMMep- 
MeCKH AOCTynHWMH no OTHOCHTeJIbHO HH3KOH 

ctohmocth, h (iii) 6wjio o6Hapy>KeHO, hto MHorne 

(|)JiyOpHHHpOBEHHbie COeflHHeHHfl flBJIHIOTCfl c Me- 
flHUHHCKOH TOHKH 3peHH*I npHCMJICMblMH JJJI5I HC- 

nojib30BaHHfl y ncnoBeKa, TaKHe, KaK nepqViyopH- 
HHpoBaHHbie nojiHsqbnpbi, Hcnojib3yeMbie juin ne- 
peHoca KHCJtopoaa b KanecTBe 3aMeHHTejifl reMO- 
rjio6HHa. riocjie npomecTBHa onpe/jejieHHoro Bpe- 
mchh juih MHKyGauHH npoBO/wT JIMP onpe^eneHHe 
Bcero opraHH3Ma, Hcnojib3y» npnGop, TaKOH, Kan 
o^hh H3 onHcaHHbix y Pykett, Scientific American. 
246:78-88 (1982), hto BHeceHo 3iiecb b ccbijikh, 
juix jioKajiH3auHM h BH3yajin3aunH 3JiOKanecTBeH- 
hmx TKaHefi (oco6eHHO, 3H^0TeJinanbHbix KJieTOK 

COCy^OB BHyTpH HHX) H 3nHTeJlHaJIbHbIX KJieTOK 

npocraTbi. 

B cjiynaax, Korjja BaacHo oTnariHTb panoHbi, 
coflepHcamne >KHBbie h MepTBbie snHTejiHajibHbie 
KJieTKH npocTaTbi, hjih pa3^ejiHTb >KHBbie m MepT- 
Bbie snHTejiHajibHbie kjictkh npocTaTbi, MoryT 
6biTb o^HOBpeMeHHO BBeaeHbi aHTHTena HacToa- 
mero H3o6peTeHHH (hjih jtpyrne 6nojiorHHecKHe 
areHTbi HacToaiuero n3o6peTeHHa), MeneHbie kqk 
onncaHo Bbiuie, cobmcctho c aHTHTejiOM hjih jxpy- 
thm 6HOJiorHHecKHM areHTOM, KOTopbie pacno3Ha- 

K)T TOJIbKO )KHBbie HJIH TOJIbKO MepTBbie 3nHTeJlH- 

ajibHbie KJieTKH npocTa™, MeneHbie mctkoh, koto- 
pa5i Mo>KeT 6biTb oTjiejieHa ot mctkh, ncnojib30- 
BaHHOH jyia noMeTKH Hy)KHoro aHTHTeJia. ITyTeM 

aHaJIH3a KOHUeHTpaUHH flByX MeTOK B pa3JIHHHbIX 

MecTax hjih bo BpeMeHH MoryT 6biTb oueHeHbi Ba- 
pnaiiHH npocTpaHCTBeHHOH h BpeMeHHOH kohuch- 

TpaUHH HCHBblX H MepTBblX HOpMaJIbHblX, Jtf)6pOKa- 

necTBeHHbix rHnepnjiacTHMecKHx h 3JiOKanecTBeH- 
hwx snHTejinajibHbix kjictok npocTaTbi. B ocoGeH- 
hocth, 3tot cnoco6 mo>kct 6biTb ocymecTBJieH, 
Hcnojib3yn MeneHbie aHTHTeJia HacToamero H30- 
6peTeHH», KOTopbie pacno3HaioT h acHBbie, h MepT- 
Bbie 3nHTejiHajibHbie kjictkh npocTaTbi, h MeneHbie 
7E11 aHTHTeJia, KOTopbie pacno3HaiOT TOJibKO 
MepTBbie snHTejiHajibHbie kjictkh npocTaTbi. 

BnojiorHHecKHe areHTbi Moryr TaioKe 6biTb 
HcnoJib30BaHbi juw yMepmBJieHHa hjih yjianeHHA 
OHKOJiornnecKHx kjictok h HopMaribHbix, jio6poKa- 
HecTBeHHbix rnnepnjiacTHHecKHX h 3JioKaHecTBeH- 
hwx snHTejinajibHbix kjictok npocTaTbi in vivo. 

3TO BKJIKDHaeT HCnOJIb30BaHHe 6HOJIOrHHeCKHX 

areHTOB c^hhctbchho hjih c hhtotokchhcckhm 

JieKapCTBOM, C KOTOpbIM CB5I3aHbI 6HOJIOrHHCCKHe 

areHTbi HacToamero H3o6peTCHHfl (HanpHMep, 
6HOJiorHHecKHe areHTbi, pacno3HaiomHe HopManb- 
Hbie, jio 6poKan cctbch hm e rHnepnjiacTHHecKHe h 
3JioKanecTBeHHbie snHTejiHanbHbie kjictkh npocTa- 
Tbi). 3TO BKJIIOHaeT BBCHCHHe 6HOJIOrHHeCKHX 
areHTOB, CB5I3aHHbIX C HHTOTOKCHHCCKHM JieKapCT- 
BOM, MJieKonHTaiomeMy, Hy^caaiomeMycji b TaKOM 
jieneHHH. B cjiynae HopMajibHbix, jjoGpOKanecT- 
BeHHbix rHnepnjiacTHMecKHx h 3 ji o Kan ecTB eH h wx 
snHTejinajibHbix kjictok npocTaTbi, jno6bie H3 3thx 
KJieTOK, c kotophmh 6HOJiorHHecKHe areHTbi cbh- 
3aHbi, yHHHTo^KaiOTCfl, t.k. 6noJiorHHecKHe areHTbi 



pacno3HaiOT 3nHTCJiHaJibHbie kjictkh npocTa™. 
HecMOTpfl Ha to, hto TaKoe bbchchhc mojkct pa3- 
pyniHTb HopMajibHbie 3nHTejiHajibHbie kjictkh npo- 
cTaTbi, 3to He HBJiHeTCJi npo6jieMOH, TaK KaK npo- 

CTaTa He flBJlfleTCJI Heo6xOJlHMOCTbK) JWX 5KH3HH 

hjih Bbi^KHBaHHH. Xotji npocTaTa HanpaMyio He 

OTHOCHTCfl K ({)epTHJIbHOCTH, 3TO He flBJIHCTCfl 

npaKTHHecKHM coo6pa^ceHHeM /xjih nauneHTOB, 
nojiynaidHHM jieneHHe no HacToameMy H3o6peTe- 
hhk). B cjiynae oHKOJiornnecKHx TKaHefi, nocKOJib- 
Ky 6HOJiorHHecKHe areHTbi pacno3HaioT 3hjiotcjih- 
ajibHbie KJieTKH cocyjioB, KOTopbie HaxojwTca pa- 

JIOM C OHKOJIOrHHCCKHMH KJieTKaMH, CBH3bIBaHHe 

KOMnjieKca GnojiorHnecKHH areHT/uHTOTOKCHHec- 

KOe JieKapCTBO C 3THMH 3HflOTCJIHaJIbHbIMH KJieT- 
KaMH cocyjioB pa3pyiuaeT hx, TaKHM o6pa30M ycT- 

paHJI>I npHTOK KpOBH K COCCJJHHM OHKOJIOTHHeCKHM 

KjieTKaM h, TaKHM o6pa30M, y6HBa5i hjih yjiajiHJi 

3TH OHKOJIOrHHeCKHe KJICTKH. AjIbTepHaTHBHO, 

GnoJiorHHecKHe areHTbi, bcjicjictbhc hx CBH3bma- 

HHH C 3HflOTeJIHaJIbHbIMH KJieTKaMH cocyjiOB, Ha- 
XOJtHlUHXCa ptfJlOM C OHKOJIOrHHCCKHMH KJieTKaMH, 
JIOKaJIH30BaHbI pHJJOM C OHKOJIOrHHCCKHMH KJieT- 
KaMH. TaKHM o6pa30M, nyTeM Hcnojib30BaHHfl 
noAxojwmnx 6HOJiorHHecKHX areHTOB (BKJnonafl 
TaKOBbie, cojiep^camne BemecTBa, 3(|) cj) ckth bh bie 
jinn yMepmBJieHHa kjictok, He 6ecnopa;iOHHO, ho 

TOJIbKO Ha KOpOTKOM paCCTOflHHH), KJICTKH B OHKO- 
JIOrHHCCKHX TKaHHX (BKJIIOHaH 3JIOKaHCCTBCHHbie 

KJieTKH) MoryT 6biTb cejieKTHBHO y6HTbi hjih yaa- 
jieHbi. 

BnojiorHHecKHe areHTbi HacToamero H3o6pe- 

TCHH5I MOryT 6bITb HCnOJIb30BaHbl JXJIH ^OCTaBKH 

pa3HOo6pa3Hbix uhtotokchhcckhx jieKapcTB, 
BKjnonaa TepaneBTHHecKHe jieKapcTBa, coejuiHe- 
HH5i, HcnycKaiomHe H3JiyneHHe, MOJieKyjibi pacTH- 
TeJibHoro, rpn6KOBoro hjih 6aKTepHajibHoro npo- 
Hexo^eHHfl, GnojiorHHecKHC 6cjikh h hx cmcch. 

UHTOTOKCHHeCKHe JieKapCTBa MOiyT 6bITb BHyTpH- 
KJieTOHHO JieHCTByiOmHMH UHTOTOKCHHeCKHMH 
JieKapCTBaMH, TaKHMH, KaK pajlHOH30TOnHbie 6JIH3- 

KojiencTByiomHe hctohhhkh H3JiyneHHs, BKJiiOHaa, 
HanpHMep, a-H3JiynaTejiH bucokoh 3HeprHH. 

d>epMeHTaTHBHo aicrHBHbie tokchhh h hx 
(J>parMeHTbi npOHJiJiiocTpHpOBaHbi A (J>parMeHTOM 

J4H(J)TepHHHOrO TOKCHHa, HCCBfl3bIBaiOmHMH aK- 
THBHblMH 4>parMCHTaMH JlHqbTepHHHOrO TOKCHHa, 

3k30tokchhom A (h3 Pseudomonas aeruginosa), A 
uenbio pnuHHa, A uenbio a6pHHa, A uenbio mo- 
jieuuHHa, a-caKpHHOM, onpcaejieHHbiMH 6cjiKaMH 
Aleurites fordii, onpe/aejieHHbiMH 6ejiKaMH Dian- 
thin, 6ejiKaMH Phytolacca americana (PAP, PAPII h 
PAP-S), h h rn 6hto po m Morodica charantia, Kypun- 
hom, kpothhom, HHrH6HTopOM Saponaria officina- 
lis, reJIOHHHOM, MHTOrHJIJIHHOM, peCTpHKTOUHHOM, 
4)eHOMHUHHOM H 3HOMHLJHHOM, HanpHMep. npOHe- 

aypw juih nojiyneHH5i qbepMCHTaTHBHO aKTHBHbix 
noJinnenTHjioB HMMyHOTOKCHHOB onncaHbi B WO 
84/03508 h WO 85/03508, hto BHeceHo 3jiecb b 
ccbiJiKH. HeKOTopbie uhtotokchhcckhc aojih npo- 
H3Be;ieHbi H3 ajipnaMHUHHa, xjiopaM6yuHjia, /jay- 
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HOMHUHHa, MeTOTpeKcaTa, HeoKapunocTaTHHa h 
njiaTHHbi, HanpHMep. 

npOUe^ypbl JUI5I KOHT>K)rHpOBaHHH 6wojiorH- 

necKHX areHTOB c uhtoto kch h ec k h m h areHTaMH 
6buiH onHcaHbi paHee. Flpoueaypbi jyia KOHT>iorH- 
pOBaHHH xjiopaM6yuHJia c aHTHTejiaMH onncaHbi y 
Flechner, I., European Journal of Cancer. 9:741-745 
(1973); Ghose, T. et al., British Medical Journal. 
3:495-499 (1972); h Szekerke, M., et al., Neo- 
plasma. 19:211-215 (1972), hto BHeceHo 3/jecb b 
ccbuiKH. ripoue^ypbi jijih Kom>iorHpoBaHH5i jjay- 
HOMHUHHa h a^pwaMHUHHa c aHTHTenaMH onncaHbi 
y Hurwitz, E. et al, Cancer Research, 35:1175- 
1181 (1975) h Arnon, R. et al., Cancer Surveys. 
1:429-449 (1982), hto BHeceHo 3jaecb b ccmjikh. 
Iipoue/rypbi nojiyweHHH ko ht>K) raTo b aHTHTejio- 
PHUhh onncaHbi b naTeme CLUA No.4,414,148 h y 
Osawa, T., et al., Cancer Surveys, 1:373-388 (1982) 

H B CCblJIKaX, npOUHTHpOBaHHblX TaM, HTO BHeCCHO 

3,aecb b ccwjiKH. Flpoueirypbi cB5i3bmaHHH TaioKe 
onHcaHbi b EP 86309516.2, hto BHeceHo 3jaecb b 

CCblJIKH. 

B oco6eHHO npezinoHTHTejibHOM Bonjiome- 

hhh HacTOJimero H306peTeHHH, KOTOpOe 0CO6eHH0 

xopouio noaxoflHT Jim yMepuiBJieHHa hjih yjjajie- 
hhh HopManbHbix, ,ao6poKaHecTBeHHbix rnnepnjia- 

CTHHeCKHX H OHKOJIOrHHeCKHX 3nHTeJIHaJIbHbIX 

KJieTOK npocTaTbi, nepBbm 6HOJiorHHecKHH areHT 

KO H"b K) rH py K)T C npOJieKapCTBOM, KOTOpOe aKTHBH- 
pyeTC5I TOJIbKO B HenOCpeaCTBeHHOH 6jIH3H C aKTH- 

BaTopoM npojieKapcTBa. AKTHBaTop npojieKapcTBa 
ko hi> K) rH py K)T co BTopbiM GnojioniHecKHM areH- 

TOM B COOTBeTCTBHH C HaCTOJIlUHM H306peTeHHCM, 
npeanOHTHTeJIbHO, TaKHM, KOTOpblH CBJI3bIBaeTCfl c 

HeKOHKypeHTHbiM caiiTOM Ha MOJieKyjie npocTaT- 
cneuHqbHHecKoro MeM6paHHoro aHTHreHa. CBH3bi- 
BaioTca jih jjBa 6HOJiorHHecKHx areHTa c KOHKy- 

peHTHblM HJIH HeKOHKypeHTHbiM CaHTaMH CBfl3bI- 

BaHHfl MO^cer 6biTb onpeaeJieHO TpaanuHOHHbiMH 
npo6aMH CB5i3biBaHH5i. HanpHMep, MOHOKJioHanb- 
Hbie aHTHTejia J591, J533 h E99 CBH3biBaK)Tca c 

KOHKypeHTHblMH CaHTaMH CBfl3bIBaHH5I Ha MOJieKy- 

Jie npocTaT-cneiiHqbHHecKoro MeM6paHHoro aHTH- 
reHa. MoHOKJioHajibHoe aHTHTejio J415, c apyron 

CTOpOHbl, CBH3bIBaeTCJI C CaHTOM CBfl3bIBaHHM, KO- 
TOpblH flBJIJieTCH HeKOHKypeHTHbiM OTHOCHTCJIbHO 

cafiTa, c KOTopbiM J59i, J533 h E99 CB»3biBaioTCJi. 
TaK, HanpHMep, nepsbifi 6nojiorHHecKHH areHT 

MOHCeT 6bITb OflHHM H3 J591, J533 H E99, H BTOpOH 

6HOJiorHHecKHH areHT mo>kct 6biTb J415. AnbTep- 
HaTHBHo, nepBbiH 6HOJiorHHecKHH areHT mojkct 
6biTb J415 h BTOpOH 6HOJiorHHecKHH areHT MoweT 
6biTb oahhm H3 J591, J533 h E99. riapw jieKapcT- 
Bo-npojieKapcTBo, nojaxojmmne iuia ncnojib30Ba- 
hhji b npaKTHKe HacToamero H3o6peTeHHH, onnca- 
Hbi y Blakely et al., "ZD2767, an Improved System 
for Antibody-directed Enzyme Prodrug Therapy 
That Results in Tumor Regressions in Colorectal 
Tumor Xenografts", Cancer Research, 56:3287- 
3292 (1996), hto BHeceHo 3^ecb b ccmjikh. 

AjibTepHaTHBHO, 6nojiorHHecKHH areHT mo- 

>KeT 6bITb CB5I3aH C BbICOK03HeprHHHbIMH H3Jiy- 



naioujHMH 3MHTTepaMH, HanpHMep, paaHOH30TO- 
naMH, KaK 131 1, y-3MHrrep, KOTopwe, 6yjr/HH JiOKa- 
jiH30BaHbi b MecTe onyxojin, npHBOAHT k yMepmB- 
jieHHio b anaMeTpe b HecKOJibKO kjictok. Cm., Ha- 
npHMep, S.E.Order, "Analysis, Results, and Future 
Prospective of the Therapeutic Use of Radiolabeled 
Antibody in Cancer Therapy", Monoclonal Anti- 
bodies for Cancer Detection and Therapy, R.W. 
Baldwin et al. (eds.), pp 303-316 (Academic Press 
1985), hto BHeceHo 3jiecb b ccmjikh. flpyrne noji- 

XOflflUJHe paUHOH30TOnbl BKJlK)HaK)T Ct-3MHTTepbI, 

TaKHe, KaK 212 Bi, 213 Bi h 2,l At, h P-3MHTrepbi, Ta- 
KHe, KaK l86 Re h 90 Y. OacHaaeTca, hto paziHOTepa- 
nna 6yaeT oco6eHHo 3qb(|)eKTHBHOH, nocKOJibKy 
3nHTejiHajibHbie KJieTKH npocTaTbi h 3HjioTejiHajib- 
Hbie KJieTKH cocyaoB BHyTpH onyxojien aBjnnoTCfl 

OTHOCHTeJIbHO pcUlHOHyBCTBHTeJIbHblMH. 

Ecjih 6nojiorHHecKHe areHTbi ncnojib3yiOTCfl 
e^HHCTBeHHO juih yMepmBJieHHfl hjih yjjajieHHfl 

OHKOJIOrHHeCKHX KJieTOK HJIH 3nHTeJlHaJIbHbIX KJie- 
TOK npocraTbi, TaKoe yMepmBJieHne hjih yaajieHHe 
MOJKer 6biTb BbinojiHeHO nyTeM HHHunauHH 3hjjo- 
reHHbix HMMyHHbix (J>yHKUHH xo3«HHa, KaK ono- 
cpejaoBaHHaa KOMnjieMeHTOM hjih aHTHTejio- 

3aBHCHMafl KJieTOHHail UHTOTOKCHHHOCTb. 

EnojiorHHecKHH areHT HacToamero H3o6pe- 
TeHHfl M03KeT 6biTb Hcnojib30BaH h npoaaBaTbca 
BMecTe c o6opy,aoBaHHeM, TaKHM, KaK Ha6op jum 
onpejaejieHHii onpejjejieHHOH mctkh. 

BHOJiornnecKHe areHTbi Hacrofliuero H3o6pe- 
TeHHH MoryT 6biTb HcnoJib30BaHbi BMecTe c jrpyrH- 
mh THnaMH TepaneBTHHecKoro jieneHHJi. TaKHe 
jjpyrne THnw JieneHHa BKJiiOHaioT XHpyprnio, H3- 
jiyneHHe, KpnoxHpyprHio, TepMOTepannio, ropMo- 
HajibHyio TepanHio, xHMHOTepannio, BaxuHHbi h 
ilpyrne HHMyHOTepanHH. 

TaK>Ke HacTOHuree H3o6peTeHHe oxBaTbiBaer 
cnoco6 yMepmBJieHHJi hjih y/jajieHHH, KOTopbifi 
BKjnonaeT Hcnojib30BaHHe 6nojiorHHecKHx areHTOB 
J4Jia npoqbHjiaKTHKH. HanpHMep, 3th MaTepnanbi 
MoryT 6biTb Hcnojib30BaHbi J4jih npeaoTBpameHHfl 
hjih 3aaep>KKH pa3BHTHa hjih npoipeccHpoBaHHA 
paKa npocTaTbi hjih Jjpyrnx THnoB paKa. 

Hcnojib30BaHHe TepaneBTHnecKHX cnoco6oB 
HacTOJiiuero H3o6peTeHH5i jxnn jieneHH5i paKa npo- 
craTbi hjih jipyrnx THnoB paKa HMeeT Ha6op npe- 
HMyruecTB. I~IocKOJibKy 6nojiorHHecKHe areHTbi, b 

COOTBeTCTBHH C HaCTOflUJHM H3o6peTeHHCM, HMeiOT 

b KanecTBe mhujchh TOJibKO OHKOJiornnecKHe KJier- 
kh (TaKHe, KaK KJieTKH 3 jio Kan ecTBe h h wx TKaHen, 
co/jep^cauxHe 3HjiOTejiHajibHbie KJieTKH cocyjiOB) h 
3nHTejiHaJibHbie kjictkh cocvjjob, npyraa TKanb 
ocTaeTca HeTpoHyTOH. B pe3yjibTaTe, JieneHHe Ta- 
khmh 6nojiorHHecKHMH areHTaMH siBJinencsi 6ojiee 
6e3onacHbiM, oco6eHHO j\nn no^KHJibix nauneHTOB. 
0>KHjiaeTCJi, hto JieneHHe b COOTBeTCTBHH c na- 
ctojuuhm H3o6pereHHeM 6yjieT oco6chho 3(J)qbeK- 

THBHblM, nOCKOJIbKy OHO HanpaBJI5ieT BblCOKHe 

ypoBHH 6nojiorHHecKHx areHTOB, TaKHx, KaK aHTH- 

TeJia HJIH HX CB5I3bIBaiOmHe HaCTH, 30HJ4W HJIH JIH- 

raHjabi, k KocTHOMy M03ry h JiHMqbaTHHecKHM co- 
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cyaaM, rjxc npewMymecTBeHHo AOMHHnpyiOT MeTa- 
cTa3bi paKa npocTaTbi h MeTacTa3bi MHornx apyrnx 
THnoB paKa. Bojiee Toro, cnoco6w HacToamero 
H3o6peTeHHa jibjihk)tc5i oco6eHHo xopoiuo noaxo- 
juhuhmh win JieneHHfl paKa npoeraTbi, pa3Mep ony- 
xojih npH paxe npocTaTbi HMeeT TeaaeHUHio k He- 
GojibiuoMy pa3Mepy h, no3TOMy jierrco pa3pyuiaeT- 
ch uHTOTOKCHHecKHMH areHTaMH. JleMeHHe B COOT- 

B6TCTBHH C HaCTOHUlHM H306peTCHHeM MO>KeT 
6bITb 3(|)(j)eKTHBHO npOCJIOKCHO nO KJlHHHHeCKHM 

napaMeTpaM, TaKHM, KaK, b cjiynae paKa npocTa™, 
CbiBopoTOMHbiH npocTaT-cneuH(|)HHHbiH aHTHreH 
h/hjih no narojiorHHecKHM xapaKTepHCTHKaM paKa 
nauHeHTa, BKjnonafl cTaaHio, uiKany HiHCOHa 
(Gleason), 3KCTpaKancyjiflpHyio, ceMHHHyio, bc3h- 
KyjiapHyio hjih nepHHeBparibHyio HHBa3HH, nojio- 
^HTejibHbie Kpan, BOBjieneHHbie jiHM(j)aTHHecKHe 
y3Jibi, h t.^. AjibTepHaTHBHo, 3th napaMerpbi MO- 
ryT 6biTb Hcnojib30BaHbi ajia onpe^eJieHHa, Kor^a 
TaKoe JieneHHe aoji>kho 6biTb Hcnojib30BaHo. 

IlocKOjibKy 6HOJiorHHecKHe areHTbi HacToa- 
mero H3o6peTeHHH CBH3biBaiOTCJi c jkhbmmh kjict- 
KaMH npocTaTbi, TepaneBTHHecKHe cnoco6bi jiene- 
HHfl paKa npocTa™ c Hcnojib30BaHHeM 3thx 6ho- 
jiorHHecKHx areHTOB HBjnnoTCfl ropa3AO 6ojiee 3(J)- 
(JjeKTHBHbiMH, HCM Te, KOTopwe HauejieHbi Ha JIH- 

3HpOBaHHbie KJieTKH npOCTaTbl. rio 3THM ace npn- 
HHHaM CnOCOGbl ,ZJH arHOCTH K H H BH3VaJlH3aiiHH, 

KOTopbie onpe^eji^KDT jioKajiH3aumo hchbbix HOp- 
ManbHbix, iio6poKaH cctb eH h bix rnnepnjiacTHHe- 

CKHX HJIH 3JIOKaHeCTBeHHbIX SnHTCJIHaJIbHblX KJie- 

tok npocTaTbi (KaK h SH.aoTejiHajibHbix kjictok co- 
cyaoB BHyTpn onyxoiiefi) hbjijhotcji ropa3flO 6ojiee 

npOflBHHVTblMH H3-3a HCnOJIb30BaHHfl 6HOJIOrHHe- 

ckhx areHTOB HacTOflinero H3o6pereHHJi. B aonoji- 

HeHHe, Cn0C06H0CTb pa3,flteJI5ITb MOK,Ziy >KHBbIMH H 

MepTBbiMH KJieTKaMH npocTaTbi mo>kct 6biTb npe- 

HMymeCTBeHHOH, OC06eHHO, flJIfl MOHHTOpHHra 

3())4)eKTHBH0CTH onpe/iejieHHoro npoTOKOJia Jiene- 

HHfl. 

rn6pHiioMbi E99, J415, J533 h J591 6bUiH 
^enoHHpOBaHbi, cooTBeTCTBya h yflOBJieTBopjifl 
Tpe6oBaHHHM By^aneujTCKoro aoroBopa no Meac- 
.ayHapOAHOMy Cootbctctbhio /JenoHHpoBaHHfl 
MHKpoopraHH3MOB ajia uejien nponeaypbi naTeH- 

TOBaHHH AMepHKaHCKOH KoJIJieKUHH KjieTOHHblX 

KyjibTyp ("A.T.C.C.") no aapecy 12301, Parklawn 
Drive, Rockville, Maryland 20852. TnGpn^OMa 
E99 GbiJia ^enoHHpoBaHa 2 Maa 1996 roaa h nojiy- 
HHJia yKa3aTenbHbiH HOMep A.T.C.C. HB-12101. 
TH6pH,aoMa J415 6biJia aenoHHpoBaHa 30 Mafl 1996 
ro.ua h nojiyHHJia yKa3aTejibHbin HOMep A.T.C.C. 
HB-12109. TnGpH^OMbi J533 h J591 6biJiH aeno- 
HHpoBaHbi 6 hhdhh 1996 ro,na h nojiyHHJiH yKa3a- 
Te/ibHbie HOMepa A.T.C.C. HB-12127 h HB-12126, 

COOTBeTCTBCHHO. 

HacToamee H3o6peTeHHe aonojiHHTejibHo 
npoHJiJiHOCTpHpoBaHo cjieaynDiUHMH npHMepaMH. 

npHMep 1 . TKaHH nejioBeKa. 
CBeacne o6pa3Ubi xio6po Kan ecTBeH h bix h 
3 jio Kan ecTBeH h bix TKaHen Gmjih nojiyneHbi H3 ot- 



jxeneiiwi naTOJiornn MeziHUHHCKoro UeHTpa Kop- 
HejibCKoro yHHBepcHTeTa Hbio-HopKa (New York 
Hospital Cornell University Medical Center 
("NYH-CUMC"). 

FIpHMep 2. KyjibTypa TKaHH. 

KyjibTypanbHbie jihhhh kjictok paKa nejiOBe- 
Ka 6wjih noJiyneHbi H3 Jla6opaTopHH ypojiorHHe- 
ckoh OHKOJiomH NYH-CUMC. JIhhhh kjictok pa- 
Ka npocTaTbi PC-3 (Mickey, D.D. et al., "Charac- 
terization of A Human Prostate Adenocarcinoma 
Cell Line (DU145) As A Monolayer Culture And 
As A Solid Tumor In Athymic Mice," Prog. Clin. 
Biol. Res.. 37:67-84 (1980), hto BHeceHo 3#ecb b 
ccbuiKH, DU-145 (Mickey, D.D., et al., "Characteri- 
zation of A Human Prostate Adenocarcinoma Cell 
Line (DU145) As A Monolayer Culture And As A 
Solid Tumor In Athymic Mice," Prog. Clin. Biol. 
Res.. 37:67-84 (1980), hto BHeceHo 3^ecb b 
cchjikh, h LNCaP (Horoszewicz, J.S., et al., 
"LNCaP Model Of Human Prostatic Carcinoma", 
Cancer Res.. 43:1809-1818 (1983), hto BHeceHo 
3,necb b ccbuiKH) 6wjih nojiyneHbi H3 American 
Type Culture Collection (Rockville, MD.). CHana- 
jia rn6pH^OMbi KJiOHHpoBanH b cpe^e RPMI-1640, 
c jjo6aBKaMH 10% FCS, 0,1 mM hcochobhmx aMH- 
hokhcjiot, 2 mM L-rjiyTaMHHa, 100 co/mji neHH- 

UHJlJIHHa, 100 Ug/MJI CTpenTOMHUHHa h cpeflbi 

HAT (GIBCO, Grand Island, NY). Cy6KJioHbi 
KyjibTHBHpOBajin b toh >Ke cpe^e 6e3 aMHHonTepH- 
Ha. 

npHMep 3. nojiyneHHe MbiuiHHbix mohokjio- 
HaribHbix aHTHTeji. 

MbiuiH BALB/c )KeHCKoro nojia 6wjih HMMy- 
HH3HpoBaHbi BHyTpHnepHTOHeajibHO LNCaP (6 x 
10 6 KJieTOK) Tpn pa3a c HHTepBajiaMH b 2 He^ejiH. 

FIOCJieAHflJI BHyTpH6pK)UIHHHafl nOBTOpHafl HMMY- 

HH3auHH 6biJia ocymecTBJieHa c Hcnojib30BaHHeM 
CBe^cHX 3nHTejiHajibHbix kjictok npocTaTbi, koto- 
pue 6wjih BbipameHbi in vitro. Tpn jxhh cnycTa 

KJieTKH CeJie3eHKH CJIHBaJIH C MblUIHHblMH KJieTKa- 
MH MHejiOMbi SP-2, Hcnojib3ya cTaH^apTHbie mcto- 
jxuku (Ueda, R. et al., "Cell Surface Antigens Of 
Human Renal Cancer Defined By Mouse Mono- 
clonal Antibodies: Identification Of Tissue-Specific 
Kidney Glycoproteins", Proc. Natl. Acad. Sci. 
USA. 78: 5122-5126 (1981), hto BHeceHo 3flecb b 
ccbijikh). CynepHaraHTbi nojiyneHHbix kjiohob 6bi- 
jih npoaHaJiH3HpOBaHbi mcto^om po3eTOK h npo- 

6aMH UHTOTOKCHHHOCTH KOMnJieMeHTa npOTHB >KH- 
BblX LNCaP. KjIOHbl, KOTOpbie 6bIJIH n03HTHBHbI 

no 3thm aHanH3aM, 6biJiH npoaHajiH3HpoBaHbi hm- 
MyHoxHMHHecKH npoTHB HOpManbHbix noneK, TOJI- 

CTOH KHUIKH H npOCTaTbl. KjIOHbl, KOTOpbie 6bIJIH 

LNCap + /NmlICid7TOJiCTafl KHiiiKa npocTaTa + cejieK- 
THpoBanH h nepeKJiOHHpoBajiH 3 pa3a orpaHHHeH- 
hwm pa3Be,neHHeM. Knacc reMorjio6HHa KyjibTypn- 
pOBaHHoro cynepHaraHTa H3 KaMc^oro KJiOHa onpe- 
AejiHJiH HMMyHOiiH(J)4)y3HeH, Hcnojib3ya cneun- 
(|)HMHyio KpojiHHbK) aHTHCbmopoTKy (Calbiochem, 
San Diego, CA). mAbs onnuxajiH, HcnoJib3yH Ha- 
6op MAPS-II (Bio-Rad, Richmond, CA). 
npHMep 4. EnoTHHHJiHpoBaHHe mAbs. 
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OHMiueHHue mAbs ;iHajiH30BanH b 0,1M 
NaHC03 b TeneHMe 2 h. Oahh m;i mAb b kohuch- 

TpaUHH 1 Mr/MJI CMeillHBaJlM C 0,1 MJl 6nOTHH3MH- 

AOKanpoaT N-rH^poKCHcyKUHHaMH.aHoro 3$Hpa 
(Sigma) b ^HMeTHJicyjibcfjOKCHAe (1 Mr/MJi) h ne- 
peMeuiHBanH b TeneHHe 4 h npH KOMHaTHOH TeM- 
nepaType. HecB*i3aHHbiH 6hothh y^ana/in flHariH- 
3om npoTHB (|)W3HOJiorHHecKoro pacTBopa, 3a6y(J)e- 
peHHoro ^)oc4)aTOM ("PBS"). 

OpHNiep 5. MMMyHorHCTOXHMHHecKoe OKpa- 
uiHBaHHe TKaHeK npocTaTbi. 

3aMopo»ceHHbie cpe3bi TKaHen npocTaTbi no- 
MemariH BHyTpb KOJieu KpbimeK njiaT Falcon 3034 
(Becton-Dickenson, Lincoln Park, NJ), npe^BapH- 
TejibHO noKpbiTbix 0,45% pacTBopoM acejiarHHa, 
KaK onHcaHo y Marusich, M.F., "A Rapid Method 
For Processing Very Large Numbers Of Tissue 
Sections For Immunohistochemical Hybridoma 
Screening", J. Immunol. Methods. 111:143-145 
(1988), mto BHeceHO 3^ecb b cchjikh. Una™ xpa- 
hhjih npH -80°C 3aMopo>iceHHbie cpe3bi 4>HKcnpo- 
BajiH 2% napa<J)opMajib;ierH;ioM b PBS b TeneHHe 
10 MHHyT npH KOMHaTHOH TeMnepaType h, nocjie 

npOMblBaHHH C PBS, 6jlOKHpOBaJlH aKTHBHOCTb 

3H^oreHHOH nepoKCHiia3b! o6pa6oTKOH 0,3% nepe- 
KHCbK) BOAopo^a b PBS b TeneHHe 10 mhh npn 
KOMHaTHOH TeMnepaType. Ilocjie HHKy6npoBaHH^ 
cpe30B c 2% BSA b PBS b TeneHHe 20 mhh ao6aB- 
jihjih mAbs Ha 60 mhh npn KOMHaTHOH TeMnepaTy- 
pe. npenapa™ hhtchchbho npOMbiBajin PBS h 

HHKy6HpOBaJIH C KpOJIHHbHM aHTH-MblUJHHbIM Ig, 

KOHbiorHpoBaHHbiM c nepOKCH,aa30H (DAKO 
Corp., Santa Barbara, CA), pa3Be,aeHHbiM b npo- 
nopuHH 1:100 b 10% HopManbHOH HejioBenecKOH 
cbmopoTKe b PBS, b TeneHHe 60 mhh npn KOMHaT- 
hoh TeMnepaType. Ilocjie peaKUHH c iiHaMHHo6eH- 
3H\flHHOM npoBoj^HjiH KOHTpacTHpyiomee OKpaiUH- 

BaHHe Cpe30B C reMaTOKCHJIHHOM. 

FIpHMep 6. CepojiorHHecKHH aHanH3. 
reMoa,acop6uHOHHbiH aHajiH3 b cmcch c aH- 

TH-MbIUIHHbIM HMMyHOrj!06yJlHHOM npOBOflHJIH, 

KaK yKa3aHo y Ueda, R., et al., "Cell Surface Anti- 
gens Of Human Renal Cancer Defined By Mouse 
Monoclonal Antibodies: Identification Of Tissue- 
Specific Kidney Glycoproteins", Proc. Natl. Acad. 
Sci. USA. 78:5122-5126 (1981), mto BHeceHO saecb 
b ccwjiKH. JXnn nojiyneHHfl k ji eTo k- h huh KaTo po b 
aHTH-MbiuiHHbiH Ig (DAKO Corp.) KOH-bionipoBa- 
jih c HejioBenecKHM RBC THna 0, Hcnojib3ya 0,01% 
xjiopna xpoMa. CepojiomHecKHe HccjieaoBaHHa 
npoBOiiHJiH Ha KjieTKax, npe^BapHTejibHo KyjibTH- 
BHpOBaHHbix Ha njiaHiiieTax TepacaKH (Nunc, 
Denmark). AHTHTejia HHKy6npoBajiH c KJierKaMH- 
MHmeHHMH npn KOMHaTHOH TeMnepaType b Tene- 

HHe 1 H. KjieTKH-MHUieHH 3aTeM npOMblBaJIH H 40- 
6aBJl»JlH KJieTKH-HHZlHKaTOpbl Ha 1 H. 

FIpHMep 7. MMMyHonpeunnHTauHfl. 

KjieTKH LNCaP (2 X 10 ? ) 6HOTHHHJIHpOBaJIH c 
6hothhom-NHSS (b KOHeHHOH KOHUeHTpaiXHH 5 
mM) b TeneHHe 30 mhh Ha Jibny. Ilocjie npoMbma- 
hha 6HOTHHHJinpoBaHHbie kjictkh CHOBa cycneH- 
nnpoBajiH b 1 mji JiH3Hpyiouiero 6y(J>epa (20 mM 



Tpnc/HCl pH 8.0, 1 mM EDTA, 1 mM PMSF, 1% 
tphtoh X-100) b TeneHHe 30 mhh Ha Jiwiy. Cyc- 
neH3Hio ueHTpH^yrnpoBajiH npn 1500 g x 100 mhh 
npn 4°C, h cynepHaTaHT ueHTpH^yrnpoBajiH npn 
12,000 rpm x 15 mhh npn 4°C. nojiyneHHbiH JiH3aT 
npe^BapHTe^bHO a6cop6HpoBanH c naHcop6HHOM, 

nOKpblTbIM KpOJIHHbHM HJ1H K03J1HHWM aHTH- 

MbiuiHHbiM lgG, b TeneHHe 1 h npn 4°C. ripe^Ba- 
pHTejibHO aacopGnpoBaHHbiH JiH3aT HHKy6npoBajiH 
c mAb b TeneHHe hohh npn 4°C. Ha 2 h npn 4°C 
,uo6aBJiH^H arapo3Hbie uiapHKH, noKpbiTbie Kpo- 

JlHHbHM HJIH K03J1HHMM aHTH-MbllHHHblM lgG, H 

3aTeM npOMbiBajin. LLIapHKH CHOBa cycneazmpOBa- 
jih b TpHC-ocHOBaHHH/NaCl, ^o6aBJifljiH k 6yqbepy 
fljifl npo6 c 2-MepKanT03TaHOJiOM h khhhthjih b 
TeneHne 5 mhh. Ilocjie ueHTpH^yrHpoBaHHJi cy- 
nepHaTaHT HaHocHJiH Ha 12% rejib fljia SDS-PAGE 
(flCH-3JieKTpo(j)ope3 b nojinaKpHJiaMH^HOM rejie). 
Tejib nepeHocHjiH Ha HHTpouejiJiK>jio3Hyio MeM- 
6paHy, KOTopyio 6jiOKHpOBaiiH h OKpauiHBajiH co 
cTpenTaBHiiHH-nepoKCH4a30H. MeM6paHy npoaB- 

JIHJIH C ^HaMHH06eH3HUHHOM ("DAB"). 

Gieayiomaji HMMyHonpeuHnHTauHH 6buia 
cxoahoh, 3a HCKJiiOHeHHeM Toro, hto HH3aT cHana- 
Jia npeiiBapHTejibHO oHHiuajiH c oahhmh mAb b 
TeneHne hohh npn 4°C. ^onojiHHTeJibHO ncnojib- 
30BajiH BTopwe mAb ajia HMMyHonpeuHnHTauHH 
npe^BapHTejibHO onnmeHHoro JiH3aTa. 

AHajiH3HpoBajiH npn6jiH3HTejibH0 2000 kjio- 

HOB, H3 KOTOpblX 6bIJlH OTo6paHbI HCTbipe KJIOHa, 

KaK onncaHo b npHMepe 3, Bbiuie. Ilocjie cy6ioio- 
HHpoBaHHfl 6buiH npoaHajiH3HpOBaHbi cynepnaTaH- 
Tbi H3 4 rH6pHaoM, E99, J415, J533 h J591 nyTeM 
HMMyHoqbjiyopecueHUHH npoTHB hchbmx (t.c, He- 
(JiHKCHpoBaHHbix) LNCaP, HMMyHonpeuHnHTauHH 
h noancayiomeH HMMyHonpeuHnHTauHH una noji- 
TBep^caeHHJi peaKTHBHOCTH k PSMA. 

HMMyHO(J)jiyopecueHTHoe nccjie^OBaHHe c 
Hcnojib30BBHHeM LNCaP KJieTOK-MHuieHen (Bnep- 
Bbie onncaHHbix y Horoszewicz, hto BHeceHO 3^ecb 
b ccbuiKH, win nojiyneHHfl aHTHTeji 7E 1 1 h npoTO- 

THnHOH J1HHHH KJieTOK flJIfl 3KcnpeccHH PSMA) 

noKa3biBaeT, hto aHTHTeJia E99 CBjnbreaioTCfl h 
ocTaBJiaioT >KHBbie KJierKH LNCaP HMMyHoqVnyo- 
pecueHTHbiMH. 3to oTJiHHaeTCH ot aHTHTeji 7E11, 
KOTopwe, KaK BnepBbie otmchcho y Horoszewicz, 
hto BHeceHO 3flecb b ccwjikh, o6ecneHHBaioT TOJib- 
ko cjia6oe hjih He o6ecneHHBaiOT CB5i3biBaHH5i c 

>KHBbIMH KJICTKaMH LNCaP, HO npOflBJIHIOT CH^b- 
HOe CB«3bIBaHHe TaK TOJIbKO KJieTKH (^HKCHpyiOT 

(y6HBaiOT). 

PeaKTHBHOCTH HCTbipeX mAbs C HOpMaJlbHbl- 
MH HeJIOBeHeCKHMH TKaH^MH HCCJie^OBaJIH HMMy- 

HorncToxHMHHecKH; 3th pe3yjibTa™ npe^CTaBJie- 
Hbi b Ta6ji. 3. 
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Ta6jiHua 3. PeaKTHBHocTb mAbs c HopManbHbiMH HejioBene- 
ckhmh TKaHUMH no HenpaMOMy OKpauiHBaHHK) HMMyHonepoK- 

CHJia30fl 

E99 



(n) 



J4I5 

i) 



J533 

(y.) 



J591 



0-3' 


0-3' 


0-4' 


0-4' 


0*3' 


o-r 


0-4* 


0-4' 


3' 


3' 


4' 


4' 


0-2' 


0-2' 


0-3' 


0-3' 



Tkbhh 

npOCTflTQ * 

IlOHXH 

iciy6o*te* 
npoKcicaHajieu 

MOMeTOMMMX 
Mosesofi nyswpfa 

flHMKO 

Matxa 
flu meson 
Tonkas KKuiica 

ToJiCTaa KHuxxa 

C«IC3CHKa 

ll[ hto b mah as Koiaa 

JlCTKHC 

riozuKenyacmHa* xuesa 

IlcHCHb 

♦BPH 

* pa* npocraTw 

* LNCaP (scid 
♦LuCaP(scid) 



nosHTHBHoa: cna6aa, rcreporexHaa; •« HcraTHBHiut 

BbiuieonHcaHHoe nocjie/jOBaTejibHoe H3yne- 
HHe HMMyHonpeunnHTauHH noKa3ario, hto 7E11, 
E99, J415, J533 h J591 cB*i3biBaK)TC5i c oahoh h 
toh ace MOJieKyjiOH, T.e. PSMA. 

npHMep 8. - HccjieflOBaHHe Western Blot 
ZUih noflTBepacaeHHJi Toro, hto aHTHTejia 
E99, J415, J533 h J591 ocaacaaioT oiiH h aKO By k> 
nojiocy c aHTHTeJiOM 7E1 1 (t.c, PSMA), npoBOflH- 
jih aHajiH3 Western Blot. CeMeHHyio njia3My (400 
ur/jiyHKy) hjih jiH3aT LNCaP HaHOCHJiH b jiyHKH 
12% SDS-PAGE rejia. flocjie 3JieKTpo(|)ope3a rejib 
nepeHocHJiH Ha HHTpou,eJijnoji03Hbie MeM6paHbi. 
MeM6paHbi 6jiOKHpoBajiH 5% cyxHM mojtokom/ 
TpHC-3a6y$epeHHbiM <Jm3HOJiorHHecKHM pacTBo- 
poM-tween 20 ("TBST") Ha 60 mhh npH KOMHaTHOH 
TeMneparype. Flocjie noBTopHOH npOMbiBKH MeM- 
6paHbi HHKy6HpOBajiH c nepBHHHbiMH mAb b Tene- 
HHe 60 mhh npn KOMHaTHOH TeMnepaType. Flocjie 

nOBTOpHOH npOMbiBKH MeNl6paHbI HHKy6HpOBaJlH c 
KOMnJieKCOM OBeMHH aHTH-MbIHIHHbIH-Ig- 

nepoKCH,aa3a 1/5000 b 5% cyxoM mojiokc/TBST b 
TeneHHe 60 mhh npn KOMHaTHOH TeMnepaType. 
riocjie noBTopHOH npOMbiBKH MeMSpaHbi npoflBJia- 
jih, HcnoJib3y^ xeMHjnoMHHecueHTHyio MeTKy nojx 
Ha3BaHneM "ECL" (Amersham Life Sciences, In- 
ternational, Arlington Heights, Illinois) b cootbct- 

CTBHH C yKa3aHH«MH npOH3BO/JHTeJlfl. Pe3yjibTaTb! 

3KcnepHMeHTa Western Blot npeflcraBJieHbi b Ta6ji. 4. 
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FIpHMep 9. PeaKTHBHocTb mAb k BHeiaieTOH- 
HOMy AOMeHy PSMA. 

j^jifl noirrBepacaeHHfl 3KcnpeccHH na noBepx- 
hocth KJieTOK (BHeKjieTOHHofi) onpe/jejiaeMoro 

PSMA TeCTH pO B3JI H CBOKHe, >KHBbie KJieTKH 

LNCaP, 6e3 qbHKcauHH, in vitro, nyTeM HMMyHO(J)- 
jryopecueHUHH. KnerKH LNCaP npoMbiBann h hh- 
Ky6npoBajiH c mAb b TeneHHe 1 m npn KOMHaTHOH 
TeMnepaType h 3aTeM c KpojiHHbHM aHTH- 
MbiujHHbiM Ig-qbjiyopecueHHOM (DAKO Corp., 
Santa Barbara, CA). MH<j)opMauHio c jiyHOK chh- 
TbmajiH npn noMomn (jxnyopecueHTHoro MHKpo- 

CKOna. HeraTHBHblH KOHTpOJIb COCTOflJI H3 coot- 

BeTCTBy ioluhx H30THny ny>Kepo,ziHbix mAb, b to 
BpeMa, KaK aHTH-KJiacc I MHC mAb cjiyacHJin b 

KaHeCTBe n03HTHBHOrO KOHTpOJIfl. 

Pe3yjibTaTbi HMMyHO(juryopecueHUHH h aHa- 
jiH3a po3eTOK npe^CTaBJieHbi b Ta6ji. 5. 

Ta6jiwua 5 

CpapHCHH? 7E1 1 g HQPHMH [ftftbS 



7EH 



J4I5 



3+ 



LNCoP 
KXBue icicTtrn 

4myopecueHUHs 

AHIUIH3 

Rosscttc 



LNCaP +++ 

llpHMep 10. Hccjie^OBaHHA KOHKypeHUHH. 

McCJie^OBaHHfl KOHKypeHUHH npOBO^HJlH JXJIX 

onpejiejieHH«, o6Hapy)KHBaioT jih J591, J533, E99 
h J415 ojxh h aico b bie hjih pa3JiHHHbie aHTHreHHbie 
canTbi (snHTonw) MOJieKyji npocTaT-cneuH(J)HH- 
Horo MeM6paHHoro aHTHreHa, Hcnojib3yn cjie^yK)- 
inyio npOLie^ypy. 

FIjiaTbl nOKpblBaJIH JIH3aTOM KJieTOHHOH J1H- 

hhh LNCaP b KanecTBe hctohhhk3 npocrraT- 
cneuH4)HHHoro MeM6paHHoro aHTHreHa h npoMbi- 
BajiH ^JiH yaaneHHfl HecBJi3aHHoro MaTepnana. 
"Xojio^Hbie" (HeMeneHbie) MOHOKJiOHajibHbie aHTH- 
Tejia HHKyGnpoBajiH Ha njiare b TeneHHe 1 h npn 
KOMHaTHOH TeMnepaType juih ocymecTBJieHHH cba- 

3bIBaHHfl C HX aHTHreHHbIM CaHTOM. flonojiHHTejib- 

ho, ^o6aBJi«jiH BTOpbie MOHOKJiOHajibHbie aHTHTe- 
jia, MeweHbie jih6o 6hothhom, jih6o 125 I, Ha eme 
o;ihh nac. FIjiaTbi npoMbiBann ajih yijajieHHH He- 
cBA3aHHoro MaTepnana. KojinnecTBO BTopwx mo- 
HOKjiOHajibHbix aHTHTeji, cB5i3aHHbix njiaTOH, no- 

KpblTOH npOCTaT-CneUH^HHHblM MeM6paHHbIM aH- 

THreHOM, onpe^ejifljiH jih6o npn noMonjH kom- 
njieKca aBH^HH-mejioHHaji qboc4)aTa3a b HMMyHO- 
^)epMeHTHOM aHajiH3e (b cjiyHae BTopwx mohokjio- 
HanbHbix aHTHTeji, MeneHbix 6hothhom), jih6o qbH- 
3HHecKHM noflcneTOM JiyHOK b raMMa-cneTHHKe (b 
cjiynae BTopwx MOHOKJiOHajibHbix aHTHTeji, Mene- 

HblX 125 I). KOHTpOJIH COCT05IJ1H H3 HCnOJlb30BaHHfl 

Tex >Ke MOHOKJiOHajibHbix aHTHTeji, h HeMeneHbix, 
h MeneHbix, jxjir onpeaeJieHHfl "100% KOHKypeH- 
UHH", HJIH H3 HCnOJIb30BaHHfl MOHOKJiOHajibHbix 

aHTHTeji k coBepmeHHo otjihhhoh MOJieKyjie (Ha- 
npHMep, MOHOKJiOHajibHoro aHTHTeji a 1-56, koto- 
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poe onpeaejiaeT hhth6hh, HMeiomnn OTHOiueHMe k 
npocrraTe 6ejiOK, otjihhhwh ot npocTaT- 
cneuH^HHHoro MeM6paHHoro aHTHreHa) nnn onpe- 

fleJieHHfl "0% KOHKypeHUHH". 

Pe3yjibTaTbi noKa3biBaK)T, hto Kaacabifi H3 
J591, J533 h E99 cjiyacHT noMexon, KOHKypHpyeT 
hjih 6;iOKHpyeT CB«3biBaHHe apyr apyra, ho He 
6jioKHpyeT CBH3biBaHHe J415, h Hao6opOT. 7E11/ 

CYT356, O KOTOpOM H3BCCTHO, MTO OH CBH3blBaeT- 

cji c PSMA b apyroM (BHyTpHKJieronHOM) caHTe, 
He 6jiOKHpoBaji hh ojxhh H3 J591, J533, E99 hjih 
J415. 

HajiHHHe nap MOHOKJioHanbHbix aHTHTeji, ko- 

TOpbie CBH3bIBaiOTCa C HeKOHKypeHTHblMH caiiTa- 
MH, n03BOJIJieT C03^aTb MeTOfl aHaJIH3a C3HflBHHa 

(KOMnjieKca) aHTHTeji onpeaejieHHa pacTBopn- 
mmx aHTHreHOB, TaKHX, KaK pacTBopHMbifi npo- 
CTaT-cneuH4)HHHbiH Me\i6paHHbiH aHTHreH hjih ero 
(JjparMeHT b, HanpHMep, »ch^koct«x opraHH3Ma. 
HanpHMep, aHTHreH (HanpHMep, npocTaT- 
cneuH(j)HHHbiH MeM6paHHbiH aHTHreH hjih ero 
(J)parMeHT) MoaceT 6biTb M 3axBaneH M H3 jkh^kocth 
opraHH3Ma npH noMomn J591 h, Ha .npyroM 3Tane, 
onpe^ejieH npn noMomn MeneHoro J415. 

B apyroM BonjiomeHHH, T.e. JieneHHH, mo>kho 
yBeJiHHHTb cBa3bmaHHe aHTHTeji nyTeM ncnojib30- 

BaHHfl KOmOhHSUHH HeKOHKypeHTHblX MOHOKJIO- 

HajibHbix aHTHTeji. HanpHMep, npeanojiaraH, hto 
Kaacflbifi H3 HeKOHKypeHTHbix caHTOB o/ihh pa3 
npe^craBJieH Ha MOJieKyjie npocTaT-cneuH(j)HHHoro 
MeM6paHHoro aHTHreHa, ao6aBjieHHe kom6hhc1uhh 
J591 njnoc J415 Morjio 6bi cB5i3biBaTb b jxbz pa3a 
6ojibme MOJieKyji MOHOKjioHajibHbix aHTHTeji, He- 
acejin jno6oe H3 MOHOKjioHajibHbix aHTHTeji no OT- 
,aejibH0CTH. CBJi3biBaHHe myx HeKOHKypeHTHbix 

aHTHreH HblX CaHTOB CBfl3bIBaHHH TaK^Ce MO>KeT 

npHBOjjHTb k 6ojibiueMy nepeKpecTHOMy cBA3biBa- 
hhk) aHTHreHa h, bo3mo>kho, noBbimeHHOH HHTep- 
HajiH3auHH. flonojiHHTejibHO, nocKOJibKy jxbc on- 
pe^ejiaeMbix caHTa <j)H3HnecKH jioKaJiH30BaHbi Ha 
ojihoh MOJieKyjie npocTaT-cneuH(j)HHHoro MeM- 
6paHHoro aHTHreHa, CBH3biBaHHe jxByx MOJieKyji 

MOHOKJIOHaJIbHblX aHTHTeji C 3TOH eflHHCTBeHHOH 

MOJieicyjioH npocTaT-cneiiH(J)HHHoro MeM6paHHoro 
aHTHreHa craBHT jiBe MOJieKyjibi MOHOKjioHajibHbix 
aHTHTeji b HenocpeacTBeHHyio 6jiH30CTb oahoh k 
apyrofi, CHTyauHH, KOTopaa o6ecnenHBaeT onra- 
MajibHoe B3aHMOfleHCTBHe jieKapcTBo - npoJieKap- 
ctbo. HanpHMep, MOHOKJiOHanbHoe aHTHTeji o J591 
mohcct 6biTb KOH-biorHpoBaHo c aKTHBaTopoM npo- 
jieKapcTBa. nocKOJibKy npojieKapcTBo h aKTHBaTop 
MoryT 6biTb cBJi3aHbi b Henocpe^iCTBeH hoh 6jih3h 
TOJibKo b MecTe KJieTOK, 3KcnpeccnpyiomHx npo- 
CTaT-cneiiH(j)HHHbiH MeM6paHHbiH aHTHreH (T.e., 
KJieTOK paKa npocTaTbi) aKTH Banna npoJieKapcTBa b 

aKTHBHyK) (J)OpMy MO>KeT npOHCXOflHTb TOJIbKO B 

3thx MecTax. 

IlpHMep 11. MHKpOCKOnHJI. 

CoqboKycHaa MHKpocKonnji h HMMyHo- 
3JieKTpOHHaiI MHKpOCKOnHfl npoaeMOHCTpHpoBajiH, 
hto E99, J591, J533 h J415 cBH3biBaioTC5i c KJie- 

TOHHOH MeM6paHOH B HMKaX, nOKpblTblX KJiaTpH- 



HOM, H 3aTeM 6bICTpO HHTepHaJIH3yK)TCH B 3HA0C0- 

Mbi (uHTonjia3MaTHHecKHe Be3HKyjibi). Onr. 1-4 

JIBJIfllOTCfl HMMyHO-3JieKTpOHHbIMH MHKpO(J)OTO- 

rpa4)HJiMH, KOTopbie npocjie«HBaiOT B3an m o^en ct- 
BHe MOHOKJiOHajibHoro aHTHTeji a J591, MeneHoro 

30JIOTOM, C KJieTOHHOH nOBepXHOCTbK) KaK (J)yHK- 

uhk> BpeMCHH. Ha 3thx (Jmrypax MecTOHaxoame- 
HHe MOHOK^OHanbHoro aHTHTejia noKa3aHO nep- 

HblMH T0HK3MH. 

)KHBbie KJieTKH LNCaP HHKyGnpoBariH c J 591 
b TeneHHe o^Horo naca npH 4°C. Kjictkh npoMbi- 
BajiH h 3aTeM coaepacajiH npn 37°C b TeneHHe 0, 5, 
10 hjih 15 mhh, nocjie nero hx <j)HKCHpoBanH h 

nO^BepraJIH HMMyHO-3JieKTpOHHOH mhkpockohhh. 

<Dht. 1 noKa3biBaeT kjictkh nepea HHKy6auHH npn 
37°C. Mohcho BH^eTb J591, CBjnaHHbiM c kjictkoh 

BflOJIb Hapy>KHOH CTOpOHbl KJieTOHHOH MeM6paHbi. 

Ha stoh qbnrype "M" o6o3HanaeT mhtoxoh^phio 
KJieTKH, h "N" o6o3HanaeT ee a^po. Onr. 2 noKa- 
3biBaeT icneTKy nocjie HHKy6auHH npn 37°C b Te- 
neHHe 5 mhh. CrpejiKa noKa3biBaeT (J>opMHpoBaHHe 
jimkh, noKpbiTOH KjiaTpHHOM. Ha <j)Hr. 3, KOTopan 
noKa3biBaeT KjieTKy nocjie 10 mhh HHKy6auHH npn 

37°C, MO)KHO BH^eTb 3aXBaT HJIH 3HflOUHT03 no- 
KpblTOH KJiaTpHHOM JIMKH, KaK nOKa3aHO CTpeJIKOH. 

Onr. 4 noKa3biBaeT, hto nocjie HHKy6auHH npn 
37°C b TeneHHe 15 mhh MOHoicnoHaJibHoe aHTHTe- 
jio J591 coaepHCHTCH b 3HziouHT03Hbix Be3HKyjiax 
BHyTpH KJieTKH, KaK noKa3aHo CTpejiKaMH. KaK 
mojkho BH^eTb Ha (|)Hr. 5, nocjie HHKy6auHH npH 
37°C b TeneHHe 15 mhh. MOHOKJioHajibHoe aHTHTe- 
jio J591 TaK^ce co^epHCHTCH BHyTpn sh^ocom, KaK 
noKa3aHO CTpejiKaMH. 

IlpHMep 12. CeKBeHHpoBaHHe BapHa6ejibHoro 
panoHa MOHOKJiOHajibHoro aHTHTeji a J591. 

O6myio PHK nojiynajin H3 10 7 KJieTOK mh- 
hjhhoh rnSpHflOMbi J591. npo6y KyjibTypajibHOH 

Cpeilbl 3THX KJieTOK TeCTHpOBaJIH Ha CBfl3bIBaHHe CO 

cneuH(J)HHecKHM aHTHreHOM J591 Ha KJieTKax npo- 
CTara. KyjibTypaJibHaa cpe.ua 6biJia no3HTHBHa h 
no TBep.aoqbasHOMy HMMyHO-qbepMeHTHOMy aHajin- 
3y, h no Western Blot Ha CBS3biBaHHe c aHTHreHOM. 

kJ^HK VH h VK nojiynajin, ncnojib3yji 06- 
paTHyio TpaHCKpnnTa3y h MbiuiHHbiH k nocToaH- 
HbiH panoH, h npaHMepbi nocTOAHHoro panoHa 
MbiuiHHoro IgG. kJXHK nepBoii uenn 6mjih aM- 
njiHq^HUHpoBaHbi nUP, Hcnojib3yji pa3HOo6pa3Hbie 
npaHMepbi MbiuiHHbix cHraaJibHbix nocjie^OBa- 
TejibHocTen (6 nm VH h 7 ajih VK). Amhjih(J)huh- 
poBaHHbie flHK oHHinajiH Ha rejie h KJiOHHpoBajiH 
b BeKTop pT7Blue. 

FIojiyneHHbie kjiohw VH h VK aHajiH3HpoBa- 
jih Ha npaBHJibHyio BCTpoiiKy nyTeM I1UP h onpe- 
^ejniJiH nocjie^OBaTejibHOCTb JXHK oToGpaHHbix 
kjiohob mcto^om ^H^eoKCHTepMHHauHH uenn. 

HcKJnonaa panoH npaHMepa (nocKOJibKy 3Ta 
nocjie^oBaTejibHOCTb 3aBHCHT ot nocjie^osaTejib- 
hocth Hcnojib30BaHHoro npaiiMepa), Bee noJiyneH- 
Hbie KJiOHbi VH HMejiH H^eHTHHHyio nocjieaoBa- 
TejibHOCTb. 3Ta nocjie^OBaTejibHocTb 6buia nojiy- 
neHa H3 kjiohob, nojiyneHHbix c TpeM* pa3JiHHHbi- 
mh 5' npaHMepaMH. O^hh kjioh hmcji H3MeHeHHe 
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ojiHOH napu OCHOB3.HHH BHyTpn CHraanbHOH nO- 
CJI CflOBaTeJIbHOCTH, H OflHH KJIOH CO/jepHCaJI H3MC- 

HCHHbiH npojtyKT nUP. HcnoJib3y5i cTpaTernio 
ceKBeHHpoBaHHfl, noKa3aHHyio Ha (|)Hr. 6, nojiyna- 
Jin HyKJieoTH^Hyio nocjie^OBaTejibHocTb tjdkcjioh 
ueriH. OHa o6o3HaneHa SEQ. ID. No. 1 h noKa3ana 
Ha (j)wr. 7 BMecre c HyKJieoTHjiHOH nocjiejioBaTejib- 

HOCTbK) COOTBeTCTByiOlJUeH 06paTH0H, HeKO^H- 

pyiomeH uenH (o6o3HaneHHOH SEQ. ID. No.. 2). 
3th nocjie^oBaTejibHOCTH BKinonaiOT nacTb cnr- 
HajibHOH nocjieflOBaTejibHocTH h nacrb nocroHHHO- 
ro panoHa aHTHTejia. CooTBeTCTByiomHe Bbinnc- 
jieHHbie aMHHOKHCJioTHbie nocjie.aoBaTejibHOCTH 
J591 VH, o6o3HaHeHHbie SEQ. ID. No. 3, SEQ. ID. 
No. 4 h SEQ. ID. No. 5, TaioKe noKa3aHbi Ha 4>Hr. 
7. KoflHpyiomaJi uenb BapnaGejibHoro paitoHa ta- 
>KejiOH uenn J591 (HCKJitonafl CHrHajibHyio nocjie- 
^OBaTejibHOCTb h KOMnoHeHTbi nocTOHHHoro pan- 
OHa) HMeeT cjiejryioiuyK) HyKjieoTHjwyK) nooneiio- 
BaTejibHOCTb (o6o3HaneHHyK) SEQ. ID. No. 6): 

GAGGTCCAGCTGCAACAGTCTGGACCTGAACTGGTGAAG CC7GGGACTTCAGTGAGG 

A7ATCCTGCAACACTTCT5QATACA£!ATTCACTGAATATACCATACWrTGGGTGAAG 

CAGAGCCATGGAAAGAGCCTTOAGTCairTCGAAACATCAAT 

ACCACCTACAATCAGAACHT'CGAOGACAASGCCACATTGACrGTAGACAAGTCCTCC 

AGTACAGC CTACATGGAGCTCCGCAG CCTAACATCTGAG<IA7T CTG CAGTCTATTAT 

TGTGCAGCTGGTTGGAACTn^ACTACTGGOGCCAA^CACCACTC^ 

TCA 

OGpaTHaa, HeKOiiHpyioinafl uenb Bapna6ejib- 
Horo panoHa TaacejiOH uenn J591 (HCKJHOHaa cnr- 
HaribHyK) noonejiOBaTejibHOCTb h KOMnoHeHTbi no- 
CTOHHHoro panoHa) HMeer onejryioiiryK) Hymieo- 
THflHyio nocjieAOBaTejibHOCTb (o6o3HaHeHHyK) 
SEQ. ID. No. 7): 

ACAATAATAGACTGCAGAATCCTCAOATGTTAC^CTCCGGASCTCCATCn'AGQCTCT 
ACT^AGGAClMU"lCTACACTCXAT<n^CCTTOTCCTCGAAc VI C 1UATTGTAGGT 
GGTACCACCAV 1V1TAGGATTGATG IVi^-CAATCCACTCAAGGCTCTTTCCATGGCT 
CTG CTT C A CCCAGT3TATGGTATATTCAGTG AAX\: 'J TAT C CAGAAG TC i'fGC AGG A 
TA T CCT C ACTG AAGTC CCAG GCTT CACCAGTT CAGGTC CAG ACTGTTGCAG CTGGAC 
CTC 

EejiKOBaa nocjie^oBaTeJibHocTb, cooTBercT- 
Byiomaa BapHa6ejibH0My paifamy TaacejioH uenn 
J591 (HCKJHonaH CHrHajibHyio nocjiejioBaTeJibHocTb 
h KOMnoHeHTbi nocTOJMHoro paHOHa) HMeeT ane- 
ayiomyK) HyKjieoTH^Hyio nocjie/jOBaTejibHocTb 
(o6o3HaHeHHyio SEQ. ID. No. 8): 

EVQIQQSO PELVKPCTSVRISCKTSGTTPTKYT IHWVKQSEGXSLEWIGNI SFNNGG 
TTYNQXFED KATLTVIJKSSSTAYMEIiaS LTSEDSAVYYCAAGWNFOWGQGTTLTVS 
S 

J591 VH co^ep>KHTCH b no/arpynne III mw- 
uiHHbix TJDKejibix uenen (Kabat et al., Sequences of 
Proteins of Immunological Interest. U.S. Depart- 
ment of Health and Human Services (1991) ("Ka- 
bat"), hto BHeceHO 3fleCb B CCblJIKH). 

riocjie^oBaTejibHOCTb J591 VH cpaBHHBaercji 
co cMbicjioBOH nocjiejiOBaTejibHOCTbio win 3toh 
nojirpynnbi Ha (jwr. 8. 

B OTJiHHHe ot VH, 6biJio nojiyneHo 6ojiee 
o/ahoh nocjie,aoBaTejibHOCTH VK. H3 nccjiejiOBaH- 
hwx 15 kjiohob VK HeTbipe HMejiH nocjieAOBa- 
TejibHOCTb H3MeHeHHoro MbiuiHHoro IgK H3 napbi 
cjihjihhji (Carol et al., Molecular Immunology. 
25:991-995 (1988), hto BHeceHO 3iiecb b ccmjikh). 

3tH KJIOHbl npOHCXOilHJIH H3 flBVX CneUH(|)HMHbIX 5' 

npaiiMepoB. flajibHenuieH pa6oTbi c 3-thmh mioHa- 

MH He npOBO^HJIH. M3 OCTaBllIHXCH KJIOHOB JieCflTb 



HMejiH oflHHaKOBbie HyioieoTmiHbie nocjiejtOBa- 
TejibHOCTH, h oaHH kjioh, VK17, HMeji ajibTepHa- 
THBHyio VK nocjie^oBaTejibHOCTb. #ec»Tb HaeH- 
THHHbix kjiohob npoHcxczuuiH H3 Tpex 5* npaiiMe- 

pOB (OTJIHHHblX OT JIByX, KOTOpbie HMCJIH H3MeHeH- 

Hbie nocjie/joBaTejibHOCTH), o^hh H3 KOTopux TaK- 
>Ke npoAyunpoBaji VK17. CTpaTerna ceKBeHwpo- 
BanHfl, KOTopaa 6buia ncnojib30BaHa, noKa3aHa Ha 
(])Hr. 9. 

Hy KjieoTH/jHaa nocjieflOBarejibHocTb J59 1 
VK, cooTBercTByiomafl JiecflTH h jie hth m hm m kjio- 
HaM (o6o3HaHeHHaji SEQ. ID. No. 9) npeacraBJieHa 
Ha (|)Hr. 10 BMecTe c HyKJieoTHjiHOH nocjieziOBa- 

TeJIbHOCTbK) COOTBeTCTByiOmeH 06paTH0H, HeKO- 

^HpyioujeH uenn (o6o3HaneHHOH SEQ. ID. No. 10) 

H BblHHCJieHHblMH aMHHOKHCJIOTHblMH nOCJiejlOBa- 

Teji bHOCTHM h , KOTopbie o6o3HaneHbi SEQ. ID. No. 
11, SEQ. ID. No. 12 h SEQ. ID. No. 13. 3th no- 
cneaoBaTejibHOCTH BKJiiOHaiOT nacTb cHmajibHOH 
nocJieiiOBaTeJibHocTH h nacTb nocTOJiHHoro paHOHa 
aHTHTejia. KojtHpyiomafl uenb BapnaGejibHoro pan- 
OHa JierKOH (Kanna) uenn J591 (HCKjnonaa cnr- 
HajibHyK) nocjieAOBareJibHocTb h kom no h eHTbi no- 
croaHHoro panoHa), cooTBeTCTByiomafl jaecflTH 
HjieHTHHHbiM kjioh aM, HMeeT cjiejiyiomyK) Hyioieo- 
TH^Hyio nocjie.aoBaTejibHocTb (o6o3HaHeHHyio 
SEQ. ID. No. 14): 

AACATTtrTAATGACCCAATCTCCCA^ 

ACCTTGACCTGCAAGGCXSUjrGAGAATGTC 

AAACCAGAGCAGTCTCCTAAACTGCTGATATACGGGGCA 

GTCCCCGATCGCTTCACAGXKAGTGGATCTtrCAA^ 

AGTGTGCAGGCTGAAGACCTTGCAGATiaTCACTGTG^ 

TACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAA 

OGpaTHaa, HeKO^Hpyiouia;! uenb BapHa6ejib- 
Horo panoHa JierKOH (Kanna) uenn J591 (HCKjnoHaa 
cnrHajibHyio nocJiejiOBaTejibHocTb h KOMnoHeHTbi 
nocTOJiHHoro panoHa), cooTBercrByioutaH itecHTH 
H^eHTHHHbiM kjioh sm, HMeer cjie/iyK)myK) HyKJieo- 
THjJHyio nocjiejiOBaTejibHOCTb (o6o3HaHeHHyio 
SEQ. ID. No. 15): 

TT7TA7TTCCAGCTTGG7CCCCCCTCCGAACGTG7 
ACAGTGATAATCTGCAAGGTCTrCACCCTG^ 

TGTTGCAGATCCACTGCCTGTGAAGCGATOGGGGACCCCAGTGTACCGGTT^ 

AGTAACCACATTCTCACTGGCCTTGCAGGTCAAGGTX1ACCCTCT 
GGACAtGGATTTGGGAGATTGGGTCATTACAATQTT 

BejiKOBaa nocjieiioBaTejibHOCTb, cootbctct- 
ByioutaH BapHa6ejibHOMy paifony Jiencoii (Kanna) 
uenn J591 (HCKjnoHaa cHrHajibHyio nocJie^OBa- 
TeJibHocTb h KOMnoHeHTbi nocToaHHoro panoHa), 

COOTBCTCTByiOUtail JXeCHTH HiteHTHHHblM KJIOHaM, 

HMeeT cjiejiyiomyio HyioieoTHjiHyio nocJiejtOBa- 
TejibHOCTb (o6o3HaHeHHyio SEQ. ID. No. 16): 

NIVMTQSPKSMSMSWSRVTLTCK^^ 

VPDRFTG SGS ATDFTLT I SSVQ ASDLADTHCGQGYSYP YTFGGGTKI£IK 

Ko^npyiomaii uenb BapHa6ejibHoro panoHa 
JierKOH (Kanna) uenn J591 (HCKjnonaH CHrHajibHyio 
nocjiejioBaTejibHocTb h KOMnoHeHTbi nocTOHHHoro 
panoHa), cooTBercTByiouta^ KJiOHy VK17, HMeeT 
cjiejryiomyio HyKJieoTHJjHyio nocjiejtOBaTejibHOCTb 
(o6o3HaneHHyK) SEQ. ID. No. 17): 
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GACATTGTGATCXCCCWTCTOVCAAACT 

JtGCATCAiCTGTAAGGCCAOTCAAC&TGTGGG^ 

AAACCAGGAOUITCTCCTAAACTACTCWTT^^^ 

GTCCCTGATOGCTTCACAGGCAOTOOATCTGGGACAGACrTCACrCTCACCArTA 

AATGTTCAGTCTGAAGACTTtWCACATTATTrCTGTCAjGCAA 

CTCACGTTCGGTGCTGGGACCATGCTQOACCTGAAA 

06paTHaa, HeKO/rapyKomaa uenb Bapna6ejib- 
Horo paHOHa Jiencofi (Kanna) uenH J591 (HCKJuonafl 
CMrHaribHyio noone/jOBaTejibHOCTb h KOMnoHeHTbi 
nocTOHHHoro panoHa), cooTBeTCTByiomaji KJioHy 
VK17, HMeer cjie/ryiouryK) HyKJieoTH^Hyio nocjie- 
iiOBaTejibHOCTb (o6o3HaneHHyK) SEQ. ID. No. 18): 

TTTCAGGTCCAGCATGG^CCASCACCGAACGTGAGAGGA 

ACAGAAATAATCTGCCAAGTCTTCAGACTCAA 

TGTCCCAGATCCACTGCCTGTGAAGCC^ 

C CAATAAATCACTACTTTAOGAGATTGTCCTXWTrTCTGTTGATACCAGTCTACAGC 

AGTA<XCACATCTTGACTGGCCTTACAaATGATGCTGACCC^ 

GGACATGAATTTGTGAGACT3GGTCATCACAATGTC 

BejiKOBaa nocjiejiOBaTeJibHOCTb, cooTBeTCT- 
Byiomaji BapnaGejibHOMy paiiOHy jierKOH (Kanna) 
uenn J591 (HCKJuonaa cnrHajibHyio nocjieflOBa- 
TejibHOCTb h KOMnoHeHTbi nocTOHHHoro panoHa), 
cooTBeTCTByiomaa KjiOHy VK17, HMeeT cjieayio- 
myK> HyKJieomaHyio nocjie^OBaTejibHocTb (060- 
3HaneHHyio SEQ. ID. No. 1 9): 

DIVHTQSHKFMSTSVGDRVS I ICXASQDVOTAVDWYGCKFGQS PXLL IYWASTRHT3 

vtdrftgsgsgti:ptt,tttn^qsedij!jdyfcqgy?isypltfgagtmldlk 

J591 VK othochtch k Fkxarpynne V mmuih- 
hwx Kanna uenen (Kabat, hto BHeceHo 3/iecb b 
ccmjikh). FIocjie^OBaTejibHocTb J591 VK, cootbct- 
CTByiomaa aecflTH H/jeHTHHHbiM KJionaM, cpaBHH- 
Baercfl co cmmcjioboh noonejioBaTeJibHOCTbK) rjw 
no/jrpy nnbi Ha <j)Hr. 1 1 . 

ripe^nOHTHTeJlbHblMH J591 flBJUUOTCfl TaKO- 

Bbie, KOTopwe HMeiOT Ko/rapyiomHe nocjiejjoBa- 
TejibHOCTH uenn JJHK Bapna6ejibHoro paifoHa, co- 
otb eTCTBy k) m h e SEQ. ID. No. 6 h noanejjoBaTejib- 
hocthm HeKo^npyioinHx uenefi (o6paTHbix), coot- 
BeTCTBytomnx SEQ. ID. No. 7. BapHa6ejibHbiH 
panoH TH^cejioii uenn J591, npe^noHTHTejibHO, 
HMeeT aMHHOKHCJiOTHyio nocjie.noBaTejibHocTb, 
cooTBexcTByiomyK) SEQ. ID. No. 8. Bapna6eJib- 
Hbin panoH JierKOH uenn J591, npeanoHTHTejibHO, 
HMeeT nocjieiioBaTejibHocTb Ko/j,HpyiomeH uenn 
AHK, cooTBeTCTByiomyK) SEQ. ID. No. 17, nocjie- 
^OBaTeubHocTb HeKo^npyiomeH (o6paTHon) uenn 
flHK, cooTBeTCTByiomyK) SEQ. ID. No. 18, h aMH- 

HOKHCJlOTHyiO nOCJiejJOBaTeJIbHOCTb, cootbctct- 

ByiomyK) SEQ. ID. No. 19. 

npHMep 13. Mm My ho m ctoxh m h m ecKoe ok- 
pauiHBaHHe HopMaribHbix h 3JioKaHecTBeHHbix TKa- 
Hen. 

OHKOJIOrHHeCKHe TK3HH H3 23 KapUHHOM 

npe^BapHTejibHo oxjiaacaann b >kh/j,kom a30Te, 6bi- 
cTpo 3aMopaacHBafl b coe^HHeHHH OCT (Miles, 
Elkhart, Indiana) Ha cyxoM Jib^y, h xpaHHJin npn 
-80°C. 3aMopo»ceHHbie cpe3bi TKaHefi (5u.m) <J)hk- 
cnpoBajiH b xoJiOflHOM aueTOHe (4°C) b TeneHHe 1 0 
mhh. mAbs (5 ut/mji hjih cynepHaTaHTbi rn6pH- 
/jom) HHKy6npoBajiH b TeneHHe 1 m npn KOMHanioH 
TeMnepaType. CB*i3biBaHHe aHTHTeji onpenejnuw, 

HCnOJlb3yfl KpOJIHHHH aHTH-MblUIHHblH KOMnJieKC 

Ig-nepoKCH,aa3a (DAKO, Caprinteria, California) b 
KawecTBe BTopwx aHTHTeji h DAB (Sigma, 



St. Louis, Missouri) b KanecTBe xpoMoreHa. Cxo/j- 
Hbie no H30THny HyacepojiHbie aHTHTeji a ncnoJib30- 

BaJIH KaK HeraTHBHblH KOHTpOJIb. 

mAbs J591, J533, J415 h E99 cnjibHo peara- 
poBann c KjieroHHbiM 3H^oTejiHeM bo Bcex 23 hc- 
cjienoBaHHbix KapnHHOMax, BKjnoHaji 9/9 nonen- 
hwx, 5/5 ypoTejiHfl, 6/6 tojictoh khuikh, 1/1 jier- 

KHX H 1/1 KapUHHOM MOJIOHHOH >KeJie3bI, H 1/1 Me- 

TacTaTHHecKOH aaeHOKapuHHOMbi neneHH. Onr. 
2A-2F, cooTBercTBeHHo, noKa3bmaiOT HMMyHorn- 

CTOX H M HH eCKy K) peaKTH B HOCTb mAb J591 K BHOBb 

o6pa30BaHHbiM cocy/jaM KapuHHOMbi noneK, ypo- 

TeJIHH, TOJICTOH KHUIKH, JierKHX H MOJIOHHOH HCeJie- 

3bi, h MeTacTaTHnecKOH aaeHOKapuHHOMbi neneHH. 

HecMOTpa Ha to, hto H3o6peTeHHe 6biJio jje- 
TanbHo onncaHO b uejiax HJunocTpauHH, oneBHaHO, 
hto 3th .aeTajiH nepenHCJieHbi TOJibKo no 3toh 
npHHHHe, h npo(J)eccHOHajiaMH b o6jiacTH MoryT 
6biTb cjjejiaHbi BapnaHTbi 6e3 OTxojja ot Hj^en h 
paMOK H3o6peTeHH5i, KOTOpbie onpeziejieHbi cjie- 
jjyiomeH <^opMyjioH H3o6peTeHH5i. 

riepeHHCJieHHHe nocjie^oBaTejibHocTeH 

(1) OBmAJl HH<DOPMAUHH: 

(i) 3A>IBHTEJU>: Cornell Research Foundation, Inc. 

(ii) HA3BAHHE H30BPETEHHi!: JIE^EHHE H ^HArHOCTHKA PAK 
(Hi) HHCJIO nOCJlE 30BATEJlbHOCTEH: 19 

(iv) A^PEC JUW KOPPECnOHflEHUHH: 

(A) AAPEC: Nixon. Hargrave, DevansADoyle LLP 

(B) y/lHUA: Clinton Square, P.O. Box 1051 
(QrOPOJJ: Rochester 

(D) IUTAT: New York 

(E) CTPAHA: CUIA 

(F) 2IP: 14603- 105 J 

(v) OOPMA nPOHTEHHJJ HA KOMIlblOTEPE: 

(A) THIl HOCHTEJUI: iwcKera 

(B) KOMnbKTTEP: cosMecntMufl c IBM 

(O OnEPAUHOHHAJl CHCTEMA: PC-DOS^vlS-DOS 

D) nPOrPAMMHOE OBECnEMEHHE: Patent RefcuB#1AVnsion#l.30 

(vi) JIAHHWE TEKYIHEH SA^IBKH; 

(A) HOMEP 3AJIBKH: 

(B) JIATA 3AnOJIHEHWl: 
(Q KJIACCHOHKAUHH: 

(vil) ZtAHHLlE nPE/JIBAPHTEJIbHOH 3AHBKH: 

(A) HOMEP 3AJIBKH: US 067022, 1 25 

(B) JJATA 3AnOJIHEHHH: 1 8 kkxjw 1996 rooa 

(vii) flAHHME nPE4BAPHTEJn>HOH 3AJIBKH: 

(A) HOMEP 3AJIBKH: US 0S«38.632 

(B) JJATA 3AnOJlHEHHfl: 9 anpejw 1997 rofla 

(viii) HH*OPMAUHil OB nOBEPEHHOM/ATEHTE: 

(A) MMH: Goldman, Michael L. 

(B) PErHCTPAUHOHHblH HOMEP: 30. 727 

(C) PEOEPATHBHblH/PEECTPOBblH HOMEP: 19603/1 174 

(ix) HHOOPMAUH>I O TEJIEKOMMYHHKAUHH: 

(A) TEJIEOXJH: (716) 263-1304 

(B) TEJ1E4»AKC; (716) 263-1600 

(2) HHOOPMAU>m nO SEQ ID NO:l: 

0) XAPAKTEPHCTHKH nOCJlEJIOBATEJIbHOCTEH: 
(A)/UIHHA: 391 napa oCHOsa H H» 

(B) THIl: HywKKHOwu KwsioTa 

(C) UEnOMEKHOCTb: oflHOUenoneMHaB 

(D) TOnOJIOrK* nmte&Hta 

Cii) THn MOJlEKyJIbl: xflHK 

OnHCAHHE nOCJIEAOBATEITbHOCTH: SEQ ID NO:l: 

TCTCCTTTCA O3AACTSCA0 CTOTCCTCTS TOWKJTCCXa CT0CAACAOT CT3GACCTOA SO 

CCTfifCCACTT C*BTG«J»7 ATCCTOCAM ACTTCTCOXJ AEACATTCAC 1^3 

TQAXXXTACC ATXCXCTCCO TCMUBCMM CCATCCAJUWS ACCCTT0AOT C5XTTGGAAA 180 

CATOUTCCT AACAAT06T3 «T*CCXCCTX CAXTCWSAM TTCSafiaACX AC3CCACATT 24 3 

GACTOrraGAC AWTCCTCCA CTXCXCCCtX CXTCCaCCTC C5CA3CCTAX CATCT3A3C3V 300 

TTCTGCAGTC TATTATTCTO CXCCTOCTTQ CXACTTTSXC TACT5CG3CC AACGCACCAC JC0 

TCTCACAOTC TCCTCAOCCA XXACCXCXCC C jh 
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(J) HHOOPMAUUfl no SEQ ID NO:2: 

(f) XAPAJCTEPHCTHKH nOCTE^OBATEJlbHOCTEn: 
(A) AJIHHA: VI n 
(B> THp: HJflt 

(C) UenOHEMHOCTb: a 

(D) TOnOJIOrUH: nawflHM 
<1i) THH MOnEKyflbfc sflHK 



(*i) OnHCAHHE nOCJIEAODATEJILHOCTH: SEQ ID NO:2: 



0CGT3TCGTT TTG3CT3AGQ 



*CT O AASTT 




OCTCTOCTTC 

TATCCTCXCT GAMtCGCXO CCTTGXC3U2 WttXGUICCX OC3S7TCCX 



(2) HH"t>OPMAUHH TO SEQ ID NO:3: 

(i) XAPAKTEPHCTHKH nOCnEflOBATEJIbHOCTEfl: 

(A) ajIHHA: 123 bmhh okmcaotu 

(B) THri: aMHSOxncioTvu 

(Q UEno^EHHOCTb: 
(D) TOnOJIOnW: jnuielbiu 

0i)THn MOJlEKVJIbl: Oenoic 

(xi) OnHCAHME nOCaEAOBATEJIbHOCTH: SEQ ID NO:3: 

So? Pro Val Arg **E cys Arfl Cy» Pro Lau Gly Pea Ala XI* Tar v»i 
IS 10 15 

Trp Thr Til? Gly Oiu Ala Tip Asp 9hs Ser Glu As; II* L«u Ola Asp 

2C IS 10 

Ph* Trp lis Hi* II* Eia lie Tyr Hi* Thr Lau Gly Glu «• aio Pro 
IS 40 45 

Trp Ly» Clu Fro v*l Asp Trp Lys Hl» Cln B«r Gin Trp Trp Tvr Els 
SO SS to 

Lau Gin Sar Glu Val Arg Gly Gin Cly His Il« Asp Cys Arc Clr. v*l 
«S 70 T5 £0 

Leu Gin Tyr S«r L*u El* Oly Al* Pro Gin Pro Asn XI* Gly Ph* Cys 



as 



so 



(2) HHOOPMAIZRH no SEQ ID NO*: 

0) XAPAKTEPHCTHKH nOCJIEflOBATEJIbHOCTEfl. 

(A) jyiHHA:J4Sn 

(B) THI1: aywiewnc 

(C) UEIIOHEMHOCTb: o 

tD)TononorHfl:a 

ODTHH MOJIEKYilbl: xflHK 



(x0 OnHCAHHE nOCJIEjlOBATEJIbHOCTM: SEQ ID NO:6: 



AATCAGAAGT TCSAG»CAA C3CtX»rW 



ATCAATCCTA ACAAT5G7GC rACCA==tAC 
ACTOTAaACA ACTCCTCCAa TXCAGrTTAC 
TCT3CAOTC7 ATTATTGTCC AGC73C7T33 
AGCCACCACT CrCACAOTCT CCTCX 



(2) HHOOPMAUHfl no SEQ ID NO:7: 

(0 XAPAKTEPHCTHKH nCK^HflOBATETIbHOCTEH: 

(A) /UIHHA: 345 nap ocaoaauiift 

(B) THri: KyxncMHOGsA XMcncrt 

(C) UEnOHEKHOCTb:o 

(D) TononorH«:< 



ice 



(ii) THn MO/IEKyJIW: *flHK 

(xi) OnHCAHHE nOCJIEROBATEJIbHOCTH: SEQ ID NO:?: 

TCAGGAGACT OTGAOXOTG3 TGCCTtOOCC CCABTAG7CA A AO TTC CX AC CACCTOCACA CO 

XTAATaGACT CCAGAxrCCT CXCATOTT3U3 OC TO C3S ACC TCCATOTAM CTOTACTQOX 133 

GGACTTSTCT ACACTCXATS TGCCCTtCTC CTCOXACTTC T0ATTS7A00 TGOTACCACC 110 

ATTBTTACGA TTGATGTrTC CXATCCXCtC AAG0CTCTT7 CC X T SO C7C? OCTTCACCCA 340 

OT3TXTGOTX TATTCAOTOX XTOTOTATCC ASA XgT CTT G CACSATATCC TCXeTGAAff? 100 

COCXCGCTTC ACCAGTTCXG GTCCXGXCTG TTGCXCCTGO ATCTT 145 

(2) HHOOPMAUHJl no SEQ ID KO:8: 

(i) XAPAKTEPHCTHKH nOCJIE^OBATEJIbHOCTEH: 
(A)iUlHHA; 1 1 5 QMHHOKHCQOT 

(C) UEriOMEMHOCTb: 

(D) TOno/IOTHS: ramdlHaa 
(]J) THH MOJIEKyjIbl: eenox 



(2) HHOOPMAlHlfl no SEQ ID NO:* 

(i) XAPAKTEPHCTHKH nOOIEflOBATEJIbHOCTEH: 

(A) JUMHA: 1 30 a mhhokkcjiot 

(B) THn: aMKHOXHCuoTHajH 
(QUEnOHEHHOCTb: 

(D) TOnO/IOnW: mjKcflHaj 
Oi) THn MOJIEKyjIBI: Cenoic 



(xi) OnHCAHHE nOCJlEAOBATEJIbHOCTH: SEQ JD NO:4: 

Lou Lou 8«r Gly thr Al» Gly v*l Lou a«r Glu Vol Gin Lou Gin Gla 
1 S 10 IS 

5«r Qly Pro Glu L«C Val Ly* Pro Gly Thr S«r Vol xrg Xlo S«r cys 



Gin Sor Hi a Oly L/S Ear Loo Glu Trp lit Gly Asn Xlo Xsn Pr= Aax. 
$0 SS fio 

Asn Gly Gly Tar Tar Tyr Asn Cln Ly* Pna Glu Asp Lys xla Tfcr Lau 
as ?« 7« ao 

Tar V*l Asp Lys a*r 8ar l«r Tar Ala Tyr Mot Clu Lau Ar« a«r Lou 

Tar sar Glu x*p Bar AU Val Tyr Tyr Cys Ala Ala Oly Trp Asa Pa* 

100 10 s no 

An? Tyr Trp Gly Gin Gly Tfar Ttr Lau Tar Vol tar Sar Xi* Lyo Thr 

IIS 120 129 



(2) HHOOPMAUHH no SEQ ID NO:S: 

(0 XAPAKTEPHCTHKH nOCJIEAOBATEJIbflOCTEfl: 

(A) AnHHA: 123 a 

(B) THn: aMKHOKHCioma' 

(C) UEnOMEHHOCTb: 

(D) TOnOJIOrH«:; 



)THnMOJIEKy^bI:< 



(xi) OHHCAHHE nOCJIEflOBATEJlbHOCrW: SEQ ID NO:8: 

Glu Val Ola Lou Gin Ola 8«r Gly Pro Clu Lou Val Lys Pro Gly Thr 
S 10 15 

aor val Arg 11a Bo* Cya Ly» Thr a*s Gly Tyr Tar Pa* Tar olu Tyr 
20 25 30 

Thr II* Kls Trp V*l Lys Gin 3«r His Gly Lys Sar Lou Glu Trp II* 
25 40 45 

Gly Asn Xla Asn Pro Asn Asa Gly Gly Thr Tar Tyr Asa Gin Lya ft* 
50 SS 60 

Glu A.? L y. xla Thr Lau Thr Val Asp Ly 3 a.r Ser S«r Thr Ai. Tyr 
<3 7 0 75 to 

Has Glu L*u Ary Sar Lau Thr Sar Glu Asp Sar Ala Val Tyr Tyr Cys 

■ Thr : 
no 



Ala Al* Gly Trp Asn Ph* Asp Tyr Trp Gly Gin 01/ Thr Thr La-; Thr 
-oc 105 no 



(2) HHOOPMAUHA 110 SEQ ID N09: 

(I) XAPAKTEPHCTHKH noaiBflOBATEflbHOCTER: 

(A) AHHHA: 363 nopu ochohauhB 

(B) THn: Kymcanosu motors 

(Q UEnO^EMHOCTb:<w>ioacot>»ie^iias 
(D) TOnOjlOrHA: ameftHaa 

(ii) THn MOJIEKVOTU: OHK 

(xi) OnHCAHHE nOC/IE^OBATEJIbHOCTH: SEQ ID NO* 

TTAXXTG5A0 CTOATOOGXA CX3T3tXAT0 ACCCAXTCTC CCAXATCCXT GTCCXWTCA 
C SM83XBXGA CQC7CACCT7 CA CS T3QXQ CCOST aV CX XTGTSSmC TTXTCTTTCC 
TSSTATCXAC ACXXXS X XS* OCMTTTCCT XMCTGCTSX. TATXCOQX^: XrCCXkCCSa 

TAcxcrsoac tccccgxtco cttcxcaccc xct53itct3 cxxeacxrrT C'wCTCTCXCC 



<xi) OnHCAHHE nCJOlEAOBATEJIbHOCni: SEQ 1DN0:5: 

Lau Sar Cys Cln Clu Lau Gin Val Sar Bar Leu Arg Sar fi«r Cys Asn 
15 10 is 

Sar Lau Xsp Lau Asn Trp Sar Lau Oly Lau Oln Oly Tyr Pro Ala Ara 
30 as 30 

Lau Lau Asp Tax Hi* 8*r Lou Asa XI* Pre Tyr Thr oly S«r Arg Al* 
»S 40 45 

n*t Glu Arg Ala Leu Sar «y Lao Glu Thr sar xla Lau Thr M«t v*l 
50 55 <Q 

Val Pro Pro Thr II* Arg S*r Bar Arg Thr Arg Pro Hi a Lau Thr Bar 
*s to 71 aa 

Pro Pro V*l Oln Pro Thr Trp 8* r *«r Ala Ala His Lau Xrg lla Lau 
a» to as 

Cln Bar tla II* Val Oln Lau val Gly Inr Lou Thr Thr cly Al* Lyo 
100 10 S 110 

Al* Pro Lou Sox Ola Pro Sar 01& Pro Lyo Arg His Pro 
US 120 125 



(2) HHO>OPMALUW nO SEQ ID NO: 10: 

(i) XAPAKTEPHCTHKH ROCJlEflOBAT EJIbHOCTEfl : 

(A) AAHHA: 363 napu ocaosaaitfi 

(B) THri: KyKMHHoau XMcaora 

(Q UEnoqEHHOCTb: oaHOuenowwiu 
(D) TOnOJIOrHfi: nioidiwu 
(iD THn MOJIEKyJIbl: sflHK 

(xi) OnHCAHHE nOCJIEAOBATEJIbHOCTH: SEQ ID NO: 10: 

TXCXOTTGGT GCXOCXTCXO C0C97TTTXT TTCCXOCTTO OT e ceC CC T C CGXXCST3TA 

csOATxccra txxccctotc cacxotcxtx xTcrsamca TrrTcxaccr ocxcxctcct 



lac 
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cosaaaas* taastaacca 
TACT3ACAIG gacatggatt 



tttacgagac tcct— g=tt tctottgata jo 
caccrrscAo GTCAAsraraA ccctctctcc jco 
rmcc^r cacctccata >*j 

J«3 



(2) HHO0PMAU.HA no SEQ ID N0:1 1: 

(i) XAPAKTEPHCTHKH nOCJIEAOBATEJIbHOCTEfl: 

(A) ZUIHHA: 121 smhhokmuioto. 

(B) TMri: &MHHOKHCnOTK&fl 

(C) UEnOHEHHOCTb: 

(D) TOnOJlOHOI: nwitZwa 

(ii) THn MOJlEKyjlbl: 6«iok 

(*i) OnHCAHHE nOCJIEAOBATEJIbHOCTH: SEQ ID NO:H: 
Lou Tyr Gly Ala Asp Gly Asn Xle Val Met Thr Gin s«r Pro Lys Ser 

a 5 xo is 

M«c Ser Wee 6«r Vel Gly Glu At? Val Thr Leu Thr Cys Lys Al« Sar 
30 2S 30 

Glu Asa Val V*l Thy Tyr Val Sar Trp Tyr Gin Gin Lys Prs Glu Gin 
40 



33 
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Ser pro Lya Leu Leu lis Tyr Gly Ale Ser A*n Arg Tyr Thr Gly Val 
53 ss eo 

Pro As? Arg Phe Thr Gly Ser Gly 8er Ale Thr At? Phe Thr Leu Thr 
SS 70 75 40 

lie Ser Ser Val Gin Ale Glu Asp Leu Ale Asp Tyr His cys Gly Gin 
as 90 55 

Gly Tyr Ser Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lyo Leu Glu lie 
100 10S 110 

Lyo Arg Ala Asp Ale Ale Pro Thr vel 
US 130 

(2) HHOOPMAUH* no SEQ ID NO: 1 2: 

(i) XAPAKTEPHCTHKH nOCJIE£OBATE#bHOCTEfl: 

(A) flJIHHA: 1 14 ajiHUOKxcnor 

(B) THn: atJKHOKHCflOTHaji 

(C) UEnOMEMHOCTb: 

(D) TOnOJIOn«: anntHH&s 

(ii) THn MOJlEKYJIbl: 6enox 

(xi) OnHCAHHE nOCJIE^OBATEJIbHOCTH: SEQ ID NO:l2: 

Tyr Kee Glu Leu Met Gly Thr Leu Pro Asa Leu Pro Asn Pro Cys Pro 
1 S 10 15 

Cys Glr. Glu Arg Gly fier Pro Fro Ala Arg Pro Val Arg Met Trp Leu 
20 35 30 

Leu N« - Phs Pro Gly lie Asn Arc Asn Gin Ser Ser Leu Leu Asn Cvs 
35 43 43 

Tyr Thr Gly His Pro Thr Gly Thr Leu Gly Ser Pro lie Ala S-er Gin 
53 SS SO 

Ala Val Asp Leu Gin Gla Xle Ser Leu Pro Ser Ala val Cva Arg Leu 
65 10 7S 80 

Lys Thr Leu Gin lie Xle Thr Val Asp Arg Val Thr Ala He Arg Thr 
as 50 9S 

Arg Ser Glu Gly Gly Pro Ser Trp Lys Asn Gly Lau Met Leu Kia Gin 
1Q0 10S no 

Leu Tyr 

(2) HHOOPMAUHfl nO SEQ ID NO: 13: 

(i) XAPAKTEPHCTHKH nOCJIEAOBATEJIbHOCTEH: 

(A) < ZUIHHA: 116 a 

(B) THn: a*MHOKHCJiorna 

(C) UEnOHEHHOCTb: 

(D) TOnOJIOHM:/ 

(ii) THn MOJlEKYJIbl: 6ejK» 

(xi) OnHCAHHE nOCJIEflOBATEJIbHOCTH: SEQ ID NO: 1 3: 

lie He Trp Ser Trp Glu 81a Cys Asn Asp Pro Xl« Sar Gin He Hia 
1 S 10 IS 

Vel Uia Vml Ser Arg Arg Glu Gly Uii Leu Aap Lau Gl_i Gly Gin Glu 
20 25 30 

Cys Gly Tyr Leu Cys Phe Leu Val Ser Thr Glu Thr Arg Ala Val Ser 
35 40 4S 

Thr Ala Asp Xle Arg Gly Xle Gin Pro Val Hie Trp Gly Pro Arg Ser 
50 55 60 

Leu Rls Arg Gin Trp Xle Cya Aa& Arg Pbe Kia Ser Asp Kia Gin Gin 
S3 70 TS 80 

Cys Ala Gly Arg Pro Cya Arg Lau Ser Leu Trp Thr Gly Leu Gin Leu 
85 50 95 

Ser Val Kia Val Arg Arg Gly Asp Gin Ale Gly Asn Lyi Thr Gly Cyi 
100 10S 110 

Cya Thr Asn Cys 

US 

(2) HHOOPMAuH* no SEQ ID NO: 14: 

(i) XAPAKTEPHCTHKH nOCJlEflOBATEJlbHOCTEft: 

(A) flJIHHA: 321 napa ocHOBaHHfi 

(B) THI1: HyimeHHOBafl KHOiora 



<C> UEnO^EMHOCTb: 
<D)TOnOJlOrH>I: 

(ii)TMn MOJlEKy/lbl: kAHK 

(ii) On HC AH HE nOCJIEflOBATEJIbHOCTH: SEQ ID NO:l4: 

AACATTOTAA TGAOCCAATC TCCCAAATCC ATG7CCAT0T CASTAGOAGA GAGSGTCACC 
TTGACTTGCA AGCCCAGTCA CAATGTGCTT ACTTATGTT7 CCTGGTATCA ACAGAAACCA 



0AAOACCTT3 CAGATTATCA CTOTGCIACA0 O0TTACAQCT ATCO0TACAC GTTCGOAOOO 
GGGACCAAGC TGOAAATAAA A 

(2) HHOOPMAUMJ1 HO SEQ ID NO: I 5: 

(0 XAPAKTEPHCTHKH nOCJIEflOHATEJIbHOCTEH: 

(A) ATWHA: 321 napa ocHOB&XMfl 

(B) THFI: HysneKtiosos khcjiotd 

(O UEnOMEMHOCTb: oaKoueno^Kaa 
<D> TOnOJIOrHJl: uHKcaHaj 

(ii) THH MOJlEKY/lbl: evUHK 

(aO OnHCAHHE nOCJIEAOBATEJIbHOCTH: SEQ ID NO: 1 5: 

TTTTATTTCC AGCTTG3TCC COCCXCCSAA C3TGTACG3A TACC7GTAAC CCTOTCCACA 
OTGATAATCT OCAAGOTCTT OCeCIGOU: ACT C CT C lTG CTCAGASTCA AATCTCTTCC 
CCTGTGAAOC GAXCG3G8AC CCCAOTOTAC CGG7T5SAX3 CCCCSTAXA7 
CAGCXGTTTA OGAOACTGCT CT«TTTCT0 TTGATACOkO OAAACATAAO TAACCACATT 
CTCACtGGCC TTGCAGOTCA AGGTOAGCCT CTCTCCTACT GACXT53ACA TGGATTTGOO 



120 
1B0 

131 



120 
110 
240 
300 



(2) HHtDOPMAUH* nO SEQ ID NO: 1 6: 

(i) XAPAKTEPHCTHKH nOCJIEflOBATEJIbHOCTEH: 

(A) itnHHA: 107 aMHuoxxcacr 

(B) THn: aatHKOXKcnoTH&fl 

(C) UEnOHETOOCTb: 

(D) TOnOJIOnW: /tHHcflHas 

CO THn MOJlEKyjlbl: 6oiok 

(xi) OnHCAHHE nOOIEflOBATEJIbHCCTH: SEQ ID NO: 16: 

Aen He Val Xet Thr Gin Ser Pro Lya Ser Met Sar Mas Ser Val civ 

Glu Arg vel Thr Lau Thr Cya Lys Ala Bar Glu Asn Val Val Thr Tv- 
20 25 30 

Val ser Tr? Tyr Gin Gin Lya Pro Glu Gin Bar Pro Lv 3 Leu Leu Xle 

35 40 

Tyr Gly Ala Sar Ain Arg Tyr Thr Gly Val Pr= Asp Arg Phe Thr Gly 

Sar Gly Ser Ala Thr Asp Phe Thr Leu Thr II a Sar Ser v a l Q in Ala 
10 75 iq 

Glu Asp Leu Ala Asp Tyr His Cys Gly Gin Gly Tyr Ser Tyr Pro Tyr 

5 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Glu Xle Lys 
1C0 ios 

(2) HHOOPMALUW HO SEQ ID NO: 17: 

(i) XAPAKTEPHCTHKH nOCJIEHOBATEJIbHOCTEH: 

(A) JXflHHA: 32 1 nape ochosshhB 

(B) THH: HywraiMOsas sMcaora 

(Q l^E^OME^H0CTb: OAHOuenoieHHas 
(D> TOnOJIOFHfl: sutieiiHaa 

ft!) THn MOJIEKV7IM: a^HK 

(xi) OnHCAHHE nOOlEflOBATEJIbHOCTH: SEQ ID NO: 17: 

GACATTOTGA TGACCCAGTC TCACAAATTC AT3TCSACAT CASTA3CAGA CACG3TCAGC £0 

ATCA7CTGTA AGCCCACT C A AO A TGT C S S T ACT3CT0TAO ACT SO T A T CA ACAGAAACCA 120 

GGACAATCTC CTAAACTACT CATTTATTW GCATCCACTC GSCACACrOS AGTCCCTCAT IflO 

COCTTCACA0 GCAGTGGATC TWOACAaAC TTCACTCTCA CCATTACTAA TGTTCAOTCT 340 

cAAOAcrroo cagattattt cpoto scaa tataacagct atcctctcac cttcocttgct 300 

SGGACCATCC TSCACCTCAA A 321 

(2) HHOOPMAUHH nO SEQ ID NO: 1 8: 

(i) XAPAKTEPHCTHKH nOCJIEflOBATEJlbHOCTEfl: 

(A) AJIHHA: 321 napa ocHosaMHfl 

(B) THn: HyxiieMHOBaa KHCnora 

(C) UEno^EHHOCTb: QOHoucnoHCHHaa 

(D) TOnOJlOr*LH: JiHHeflHas 

(ii) THn MO/IEKYJlbl: KflHK 

(xi) OnHCAHHE nOCJIE^OBATEJlbHOCTH: SEQ ID NO: 1 8: 

TTTSAOOrrC A3CAT33TCC CAaCACOGAA COTGAWC3A TACCTGTTAT aTTCCTGACA CO 

CAAA7AA7=r CCCAASTCTT CA3ACTCAAC ATTA3TAAT3 QTOAOACTU ACTCTTrCCC 12C 

AGATCCAC73 CCT3T3AAOC 0ATCACGOAC TCCAOTOTtSC CGAGT0GAT3 CCCAATAAAT 180 

CAGTAOTTTA CSAGATT0TC CT aCCTJ T U TTCATACCAO TCTACACCAO TAC3CACATT 340 

tCASArsA rscraacccT otstcct a ct oatgtccaca TSAArrroca 300 

3CAAT0T C j 21 
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(2) HHOOPMAUHfl no SEQ ID NO: 19: 

(i) XAPAKTEPHCTHKH nOOIEflOHATEJIbHOCTEft: 

(A) AJTHHA: 107 tiapa ochobamuB 

(B) THI7: aMHHoxHcnoniU 
(O UEnOHEHHOCTb: 

(D) TOnOJlOriW: jthhcAhm 

(ii) THn MO/lEKyJIbl: 6aio* 

(xi) OIIMCAHHE nOCJlEflOBATEabHOCTH: SEQ ID NO: 19: 

(xi» SEQUESC3 DESCRIPTION: 6&Q ID HO: 19: 

Ao? II o Val Mat Thr Ola Sar His Ly* PH« Met J5tr nr Sar Val Oly 
15 10 IS 

A«p Arg Val 5«r lie XI* Cyt Lys Ala Eer Gin Asp Vai Gly Tta Ala 

30 23 13 

Val Asp Try Tyr cln Ola Ly« Pro Oly Oln S«r Pro Lva Leu Leu He 
35 40 45 

Tyr Trp Ala Ser Thr Arj? Hi» Tfar Oly Val Pro Asp Ars Ph« Thr Oly 
SO 35 60 

a«r oly B«r Oly Tbr Atp Phe Ttwf Lau Tfcr Ila T^r x*n Val Cln Sax 
«5 70 75 80 

Olu A»p Liu Alt Aop Tyr Phe Cya Gin Ola Tyr Aar. Ser Tyr p*o Lev; 

«S 90 95 

Thr Pha Oly Ala Gly Thr Mat Lau Aap Lau Lya 

100 105 

OOPMYJ1A H30EPETEHRH 

1. M30JIHpOBaHHOe MOHOKJIOHaJlbHOe aHTHTe- 

jio hjih ero aHTHreHCBfl3biBaioiuHH ynacTOK, koto- 
pbie CBH3biBaK)TCfl c BHeKJieTOHHbiM .aoMeHOM npo- 
CTaT-cneun4>HHecKoro MeM6paHHoro aHTHreHa 
(PSMA), rue aHTHTejio hjih ero aHTHreHCBH3bi- 

BaiOLUHH yMaCTOK CBJ13blBaiOTC5I C HCHBblMH KJieT- 
KaMH. 

2. M30JiHpoBaHHoe nojiHKJioHanbHoe aHTHTe- 
jio hjih ero aHTHreHCBH3biBaiomHH ynacTOK, koto- 
pbie cBH3bmaK)TCfl c BHeKJieTOHHbiM .noMeHOM npo- 
CTaT-cneuH(j)HHecKoro MeMGpaHHoro aHTHreHa 
(PSMA), r^e aHTHTejio hjih ero aHTHreHCBH3bi- 

BaiOHlHH ynaCTOK CBH3bIBaK)TCJl C HCHBblMH KJieT- 
KEMH. 

3. AHTHTejio hjih ero aHTHreHCBJi3biBaioiiiHH 
ynacTOK no n.l hjih 2, KOTopbie no3BOJuiK>T hc- 
nojib30BaTb areHTbi, aKTHBHbie b KjieTKe. 

4. M30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB«3biBaiOLUHH ynacTOK no nn.1-3, me aHTHTe- 
jio hjih ero aHTHreHCB«3biBaiomHH ynacTOK npe,zi- 
CTaBJIfllOT co6oh IgG. 

5. M30JiHpOBaHHoe aHTHTejio hjih ero aHTH- 
reHCBH3bi BaioiuHH ynacTOK no nn.1-4, Bbi6paHHbie 
H3 rpynnbi, cocToaiiieH H3 Fab-(j)parMeHTa, F(ab') 2 - 
(j)parMeHTa h Fv-qbparMeHTa. 

6. H30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBfl3biBaiomHH ynacTOK no nn.1-5, KOTopbie 
KOHKypnpyioT 3a cB*i3biBaHHe PSMA c aHTHTeJiOM, 
BbiGpaHHbiM H3 rpynnbi, cocToaiiieH H3 mohokjio- 
HajibHbix aHTHTeji E99, J533 h JS91. 

7. khojinpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB5i3biBaiomHH ynacTOK no n.6, KOTopbie koh- 
KypnpyiOT 3a cBjnbraaHHe PSMA c MOHOKjiOHajib- 
HblM aHTHTejio m J591. 

8. H30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBJi3biBaiomHH ynacTOK no nn.1-5, KOTopbie 

C B 3 bl B aiOTCH C BHeKJieTOHHbiM snnTonoM PSMA, 

KOTopbiH TaioKe pacno3HaeTC« aHTHTeJiOM, bm- 
6paHHbiM H3 rpynnbi, cocrrojimeH H3 mohokjio- 
HajibHbix aHTHTeji E99, J533 h J591. 
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9. H30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBH3biBaiOLiiHH ynacTOK no n.8, KOTopbie cba- 

3bIBaK)TCJI C BHeKJieTOHHbiM 3nHT0n0M PSMA, KO- 

TopbiH TaK>Ke pacno3HaeTca MOHOKJioHajibHbiM 
aHTHTeJiOM J591. 

10. M30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBJi3biBaK)mHH ynacTOK no nn.1-5, KOTopbie 

KOHKypHpyiOT 3a CBH3bIBaHHe PSMA c mohokjio- 
HaJlbHblM aHTHTeJiOM J415. 

11. M30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB«3biBaioiiiHH ynacTOK no n.10, KOTopbie cba- 

3bIBaiOTC5I C BHeKJieTOHHbiM 3nHTOnOM PSMA, KO- 
TOpblH TaKM<e pacn03HaeTC5I MOHOKJIOHaJIbHbIM 

aHTHTeJiOM J415. 

12. H30JiHpOBaHHoe aHTHTejio hjih ero aHTH- 
reHCBfl3biBaiOLLiHH ynacTOK no nn.l hjih 3-5, r,zie 
aHTHTejio Bbi6paH0 H3 rpynnbi, cocToaiiieH H3 mo- 
HOKJiOHajibHbix aHTHTeji E99, J533, J415 h J591. 

13. M30JiHpOBaHHoe aHTHTejio no nn.l hjih 3- 
4, npo^yunpyeMoe th6ph;iomoh, HMeiomeft pern- 
cTpauHOHHbiH HOMep ATCC, Bbi6paHHbiH H3 rpyn- 
nbi, cocTOJimeH H3 HB-12101, HB-12109, HB- 
12127 hHB-12126. 

14. H30JiHpOBaHHoe aHTHTejio hjih ero 3hth- 
reHCB5i3biBaioiiiHH ynacTOK no nn.1-5, KOTopbie 
co.aep^aT aHTHreHCB5i3biBaiomHH ynacroK aMHHO- 

KHCJIOTHOH nOCJie.ElOBaTeJIbHOCTH, Bbl6paHHOH H3 

rpynnbi, cocToaiiieH H3 aMHHOKHCJiOTHOH nocjie^o- 
BaTejibHocTH BapHa6ejibHoro ynacTKa Ta^cejiOH 
uenH SEQ ID NO: 8 h aMHHOKHCJiOTHOH nocjie^o- 
BaTejibHOCTH Bapna6ejibHoro ynacTKa jierKon uenn 
SEQ ID NO: 19. 

15. M30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB5i3biBaiomHH ynacTOK no n.14, KOTopbie co- 
^ep^caT aHTHreHCBH3biBaK)uiHH ynacTOK H3 aMHHo- 
khcjiothoh nocjie^oBaTeJibHocTH Bapna6ejibHoro 
ynacTKa T^^cejion uenn SEQ ID NO: 8 h aHTHreH- 

CB5I3blBaiOLlIHH yHaCTOK H3 aMHHOKHCJiOTHOH no- 

cjieaoBaTejibHocTH Bapna6ejibHoro ynacTKa JierKOH 
uenn SEQ ID NO: 19. 

16. M30JinpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBH3biBaiomHH ynacTOK no nn.1-5, KOTopbie 
co^ep^caT aHTHreHCBH3biBaioiiiHH ynacroK aMHHO- 

KHCJIOTHOH nOCJie,Z10BaTeJIbHOCTH, KO^HpyeMOH 
HyKJieOTH^HOH nOCJie^OBaTeJIbHOCTbK), Bbl6paHHOH 

H3 rpynnbi, cocToaiiieH H3 HyKJieomaHOH nocjie- 
jiOBaTejibHOCTH Bapna6ejibHoro ynacTKa raacejiOH 
uenn SEQ ID NO:6 h HyioieoTH^HOH nocjieAOBa- 
TeJibHocTH BapnaGejibHoro ynacTKa JierKOH uenn 
SEQ ID NO: 17. 

17. H30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBH3bmaioiiiHH ynacTOK no n.l 6, KOTopbie co- 
^ep>KaT aHTHreHCBH3biBaiomHH ynacTOK aMHHo- 

KHCJIOTHOH nOCJie^OBaTeJIbHOCTH, KO^HpyeMOH 

HyKjieoTH^HOH nocJie^oBaTejibHOCTbio Bapna6eJib- 
Horo ynacTKa T5i>KejiOH uenn SEQ ID NO:6, h aH- 

THreHCBH3bIBaiOLllHH ynaCTOK aMHHOKHCJiOTHOH 

nocjieaoBaTejibHOCTH, Ko^npyeMOH HyioieoTHAHOH 
nocjieiioBaTeJibHocTbio BapHa6ejibHoro ynacTKa 
JierKOH uenn SEQ ID NO: 1 7. 

18. M30JinpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBfl3biBaK>niHH ynacTOK no nn.l-17, r^e aHTH- 
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Tejio hjih ero aHTnreHCBJBbiBaiomHH ynacTOK cbh- 

3aHbI C UHTOTOKCHHeCKHM JieKapCTBOM. 

19. M30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBH3biBaiomHH ynacTOK no n.18, nae uhtotok- 
CHMecKoe JieKapCTBO Bbi6paHO H3 rpynnbi, coctoa- 
men H3 TepaneBTHHecKoro JieKapcTBa, BemecTBa, 
HcnycKaiomero H3JiyneHHe, MOJieKyji pacTHTejibHo- 
ro, rpnGHoro hjih 6aicrepHajibHoro nponcxoHcae- 
hhh, 6ejiK0B h hx CMecen. 

20. khojiHpOBaHHoe aHTHTejio hjih ero anrn- 
reHCB^3bmaiomHH ywacTOK no n.19, r/je uhtotok- 
cHHecKoe JieKapcTBo npe^cTaBjiaeT co6oh BemecT- 
bo, HcnycKaiomee H3JiyneHHe. 

21. M30JinpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCBfl3biBaiomHH yHacTOK no n.20, rae BemecTBO, 
HcnycKaiomee H3JiyneHHe, npe/jcTaBjnieT co6oh a- 
H3JiyHaTejib, p-H3JiynaTejib hjih y-H3JiyMaTeJib. 

22. M30JiHpOBaHHoe aHTHTejio hjih ero amn- 
reHCBH3biBaiomHH ynacTOK no n.21, me BemecTBO, 
HcnycKaiomee H3JiyneHHe, Bbi6paHO H3 rpynnbi, 
cocromiiefi h 3 212 Bi, 2,3 Bi, 2,1 At, 186 Re, 90 Y h ,5l L 

23. H30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB5i3biBaiomHH ynacroK no nn.1-22, rae aHTH- 
Tejio hjih ero aHTHreHCBH3biBaiouiHH ynacTOK cbji- 

3aHbI C MeTKOH. 

24. M30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB5i3biBaK)mHH ynacTOK no n.23, trc MeTKa bm- 
6pana H3 rpynnw, coctohuuch H3 (JuiyopecueHTHOH 

MeTKH, 6HOJlOrHHeCKH aKTHBHOH (J)epMCHTHOH MeT- 
KH, paj^ HO aKTHBHOH MCTKH, MCTKH, aKTHBHOH B 

OTHoiiieHHH ajiepHoro MarHHTHoro pe30HaHca, 

JIIOMHHeCUeHTHOH MeTKH H XpOMO(j)OpHOH MCTKH. 

25. H30JiHpoBaHHoe aHTHTejio hjih ero aHTH- 
reHCB»3biBaiomHH ynacTOK no n.24, rjxe paanoaK- 
THBHan MeTKa Bbi6paHa H3 rpynnw, cocTOflinen H3 
32 P, ,25 I, 3 H, ,4 C, ,88 Rh, l31 I, "mTc H "'In. 

26. KoMno3HUHH, co/jepacamaa H30JiHpOBaH- 
Hoe aHTHTejio hjih ero aHTnreHCBfl3biBaioiUHH yna- 
ctok no Jiio6oMy H3 nn.1-25 h (|)H3HOJiorHHecKH 
npneMJieMbiH HocHTejib, HanojiHHTejib hjih cTa6n- 

JIH3aTOp, CMeiliaHHbie C H30JlHpOBaHHbIM aHTHTe- 

jiom hjih ero aHTHreHCBfl3biBajomHM ynacTKOM. 

27. KoMno3HUHs, co/jepwamaji H30JinpoBaH- 
Hoe aHTHTejio hjih ero aHTnreHCBfl3biBaiomHH yna- 
ctok no Jiio6oMy H3 nn.1-25 h (j)apManeBTHHecKH 
npneMJieMbiH HocHTejib, HanojiHHTejib hjih CTa6n- 
jiH3aTop, CMeuiaHHbie c H30JinpoBaHHbiM aHTHTe- 
jiom hjih ero aHTHreHCB5i3biBaiom.HM ynacTKOM. 

28. Ha6op jinn onpeaejieHHa PSMA- 
3KcnpeccnpyiouiHx KJieroK, coaepacaiuHH h3ojih- 
poBaHHoe aHTHTejio hjih ero aHTHreHCBH3biBaio- 
iuhh ynacTOK no JiioGoMy H3 nn. 23-25 h cpeacTBO 

/JJIfl 06Hapy5K6HHfl MCTKH. 

29. Ha6op no n.28, rjxe KJieTKH npeflCTaBJia- 
iot co6oh 3JiOKanecTBeHHbie kjictkh. 

30. Ha6op win onpeaeJieHHfl PSMA- 

3KCnpeCCHpyK)lUHX KJieTOK, CO^ep>KaUIHH H30J1H- 

poBaHHoe aHTHTejio hjih ero aHTnreHCBH3biBaio- 
iuhh ynacTOK no Jno6oMy H3 nn.1-22, MeTKy, cpe/a- 

CTBO JJJIfl npHCOeilHHeHHM MCTKH k aHTHTejiy HJIH 



ero aHTHreHCBH3biBaiomeMy ywacTKy h cpe/jCTBO 
ju\a o6Hapy>KeHHJi MeTKH. 

31. Ha6op no n.30, r/ae KJieTKH npeacTaBJifl- 

K)T C060H 3JIOKaHeCTBeHHbie KJieTKH. 

32. Ha6op no nn.28-31, aonojiHHTejibHO co- 
^epncaiuHH 4)H3HOJiorHHecKH npneMJieMbiH hoch- 
Tejib, HanojiHHTejib hjih CTa6HjiH3aTop. 

33. Ha6op no nn.28-31, /jonojiHHTejibHO co- 
,aep)KamHH (JiapMaueBTHHecKH npneMJieMbiH hoch- 
Tejib, HanojiHHTejib hjih CTa6njiH3aTop. 

34. Ha6op no nn.28-31, nae MeTKa Bbi6paHa 
H3 rpynnbi, cocToameH H3 cJuiioopecueHTHOH MeT- 

KH, 6HOJIOrHHeCKH aKTHBHOH (J)epMeHTHOH MeTKH, 
paZlHOaKTHBHOH MeTKH, MeTKH, aKTHBHOH B OTHO- 

uieHHH fl/aepHoro MarHHTHoro pe30HaHca, jiiomh- 

HeCUeHTHOH MCTKH H XpOMO(J)OpHOH MCTKH. 

35. Ha6op no n.34, r/je paanoaKTHBHaji MeTKa 
Bbi6paHa H3 rpynnw, cocToamen H3 32 P, l25 I, 3 H, 
14 C, ,88 Rh, 13l I,"mTcH n, In. 

36. Ha6op no nn. 3 0-3 5, rae paK npe/jCTaBJia- 
eT co6oh paK npocTa™. 

37. Ha6op no nn.30-35, rae paK Bbi6paH H3 
rpynnw, cocTOjnuen H3 paKa noneK, paKa ypoTe- 
jihh, paKa tojictoh khuikh, paKa jierKHx, paKa mo- 
jiohhoh >Kejie3bi h MeTacTa3npyiomeH b neneHb 

aUCHOKapUHHOMbl. 

38. KjieTOHHaa jihhha rn6pH^OMbi, HMeiomaa 
perncTpauHOHHWH HOMep ATCC HB-12101, koto- 
paa npo^yunpyeT MOHOKJioHanbHoe aHTHTejio E99. 

39. KjieTOHHaa jihhhh rnGpn^oMbi, HMeiomaa 
perncTpauHOHHbiH HOMep ATCC HB-12109, koto- 
paa npo^yunpyeT MOHOKJiOHajibHoe aHTHTejio 
J415. 

40. KjieTOHHaa jihhhh rH6pnj40Mbi, HMeiomaa 
perncTpauHOHHbiH HOMep ATCC HB-12127, koto- 
paa npo^yunpyeT MOHOKJiOHajibHoe aHTHTejio 
J533. 

41. KjieTOHHaa jihhhh rnGpn^oMbi, HMeiomaa 
perHCTpauHOHHbiH HOMep ATCC HB-12126, koto- 
pa« npoj^yuHpyeT MOHOKJiOHajibHoe aHTHTejio 
J591. 

42. Cnoco6 JieneHHA, npeAynpeacjieHHH bo3- 
HHKHOBeHHfl hjih 3aMe,ziJieHH5i pa3BHTH« paKa y 
cy6i>eKTa, BiciiOHaiomHH noJiyneHHe aHTHTejia hjih 
ero aHTHreHCBJi3biBaK)mero ynacTKa no nn.1-25, h 
BBcaeHHe aHTHTejia hjih ero aHTHreHCBfl3biBaiome- 
ro ynacTKa cyGteicry npH ycjiOBH^x, 3(|)(l)eKTHBHbix 
juih jieneHHH, npeflynpeacaeHHA bo3hhkhobchhh 
hjih 3aMejuieHH5i pa3BHTHA paKa. 

43. Cnoco6 no n.42, rae paK npeacTaBJiser 
co6oh paK npocTaTbi. 

44. Cnoco6 no n.43, nie paK npocTa™ xbsisi- 

GTCH MeTaCTa3HpyK)IHHM. 

45. Cnoco6 no n.44, r^e m eTacT33H py io uih h 
paK npocTa™ BKjHonaeT MeTacTa3bi b kocthuh 

M03r HJIH JIHM(J)aTHHeCKHe y3JIbI. 

46. Cnoco6 no nn.43-45, rjie BBe^eHHe aHTH- 
Tejia hjih ero aHTHreHCBH3biBaiomero ynacTKa 
ocymecTBJi»K>T nocjie npocTaT3KTOMHH. 

47. Cnoco6 no n.42, r,ae paK npe^cTaBjineT 
COGOH H en pO CT3TH h ecKH h paK. 
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48. CnocoG no n.47, me HenpocTaTHHecKHH 
pan Bbi6paH H3 rpynnbi, cocToamen M3 paKa noneK, 
paKa ypoTejina, paKa tojictoh khuikh, paKa jierKHX, 
pana mojiohhoh »ejie3bi h MeTacTa3HpyiomeH b 
neneHb aaeHOKapuHHOMbi. 

49. Cnoco6 no n.47, me aHTHTejio hjih ero 

aHTHreHCBfl3bIBaK>mHH yHaCTOK CB5I3bIBaiOTCJI c 
3HflOTeJIHajIbHbIMH KJieTKaMH cocvaob, Haxozifl- 
mnxcH pmoM c HenpocTaTHnecKHMH 3JioKanecT- 

BeHHblMH KJICTKaMH HJIH BHyTpH HenpoeraTHHe- 
CKOH 3J10KaMeCTBeHH0H onyxojiH. 

50. Cnoco6 no nn.42-49, me BBeaeHHe ocy- 
mecTBJiaioT nyTeM napeHTepajibHOH, bhvtphbch- 

HOH, BHVTpHMblUieHHOH, peKTaJlbHOH HJIH BHyTpH- 
nOJIOCTHOH HHCTaJIJI^UHH. 

51. Cnoco6 no nn.42-50, me aHTHTejio hjih 
ero anTHreHCBH3biBaiomHH ynacTOK HHTepHajiH3y- 
iotch c PSMA. 

52. Cnoco6 no nn.42-51, me BBeaeHne aHTH- 
TeJia KOM6HHHpyK)T c jionoJiHHTejibHOH Tepannen. 

53. CnocoG no n.52, me /jonojiHHTeJibHafl Te- 
panna Bbi6paHa H3 rpynnbi, cocTOfliuen H3 xnpyp- 
THHecKOH onepauHH, paanoaKTHBHoro oGjiyneHHfl, 
XHMHOTepanHH, HMMyHOTepannn h ropMOHajibHoro 
3aMemeHHfl. 

54. Cnoco6 no n.53, me ropMOHajibnoe 3a- 
MemeHHe BKJiiOHaeT o6pa6oTKy 3CTporeHOM hjih 
aHTHaHflporeHHbiM areHTOM. 

55. CnocoG no n.54, me aHTHaH<uporeH h bin 
areHT npeacTaBJiaeT coGoh areHT, KOTopbin 6jiokh- 
pyeT hjih HHrnGHpyeT /jeHCTBHe TecTocTepOHa. 

56. CnocoG no nn.42-44, me aHTHTejio hjih 
ero aHTHreHCBH3biBaiomHH ynacrroK 34>(^eKTHBHbi 

JJUIH HRayKUHH 3H^OreHHOH HMMyHHOH <j)yHKUHH 
X03«HHa. 

57. Cnoco6 no n.56, me 3HjioreHHaji HMMyH- 
Haa qbyHKUH* X03HHHa npeflCTaBJiaeT coGoh kom- 

nJieMeHT-3aBHCHMyiO UHTOTOKCHHHOCTb HJIH aHTH- 
TeJIO-3aBHCHMyK) UHTOTOKCHHHOCTb. 

58. CnocoG jieneHHH, npe,aynpe>K;ieHHJi B03- 
hhkhobchhji hjih 3aMe^JieHH5i pa3BHTHn paKa y 
cyGteicra, BKjnonaiomHH nojiyneHHe nepsoro aH- 
THTejia hjih ero aHTHreHCBJUbraaioiuero ynacraa no 
nn.1-25, nojiyHCHHe BToporo aHTHTejia hjih ero 
aHTHreHCBfl3biBaiomero ynacTKa, KOTopwe cBH3bi- 

BaiOTCfl C BHeKJieTOHHbIM JJOMeHOM npocTaT- 

cneuH^HHecKoro MeM6paHHoro aHTHreHa, h BBe- 
4eHHe h nepBoro aHTHTejia hjih ero aHTHreHCBH3bi- 
Baiomero ynacTKa, h BToporo aHTHTejia hjih ero 
aHTHreHCBH3biBaiomero ynacTKa cyG^eioy, Hyac- 
jiaiomeMycH b JieneHHH, npn vcjiobhhx, sqbqbeKTHB- 
hwx jxjw jieneHH^, npenynpoKaeHHfl B03HHKHOBe- 
hhh hjih 3aMe;yieHHfl pa3BHTH« paKa. 

59. Cnoco6 no n.58, me paK npeacTaBJiaeT 
coGoh paK npocTa™. 

60. CnocoG no n.59, me paK npocTa™ sbjiji- 
eTC5i MeTacTa3HpyioiHHM. 

61. CnocoG no n.60, me m eTacTa3H py k) luh h 
paK npocraTbi BKjnonaeT MeTacTa3bi b kocthmh 

M03r HJIH JIHM(|)aTHHeCKHe y3Jibi. 

62. CnocoG no nn. 58-61, me BBeaeHHe ocy- 
mecTBJUiiOT nyTeM napeHTepajibHOH, bhvtphbch- 



HOH, BHVTpHMblUieHHOH, peKTaJlbHOH HJIH BHVTpH- 
nOJIOCTHOH HHCTaJIJIflUHH. 

63. Cnoco6 no nn. 58-62, me BBe/jeHHe aHTH- 
Tejia hjih ero aHTHreHCBH3biBaiomero ynacTKa 
ocymecTBJiaiOT nocjie npocTaT3KTOMHH. 

64. Cnoco6 no n.58, me paK npe^cTaBJuieT 
co6oh HenpocTaTHHecKHH paK. 

65. CnocoG no n.64, me BBeaeHne ocymecT- 
bjuuot nyTeM napeHTepajibHOH, bhvtphbchhoh, 

BHVTpHMblUieHHOH, peKTaJlbHOH HJIH BHy TpHn O JI O- 
CTHOH HHCTaJIJIflUHH. 

66. CnocoG onpe/aeJieHH* PSMA- 
3KcnpeccnpyiomHx KJieroK, BKJuonaioiuHH nojry- 
neHHe aHTHTejia hjih ero aHTHreHCBJBbiBaioiuero 
ynacnca no nn.23-25, me aHTHTejio hjih ero aHTH- 
reHCB>i3biBaiomHH ynaeroK cB^aHbi c mctkoh, 
oGecneneHHe B3aHMozieHCTBHJi PSMA- 
SKcnpeccHpyiomnx KJieTOK c aHTHTejiOM hjih ero 
aHTHreHCBJi3biBaK)inHM ynacTKOM npn ycjioBHHX, 
3(j)qbeKTHBHbix iyi^ CBH3biBaHHs, h onpeaejieHHe 
PSMAoKcnpeccnpyiomHx kjictok nyTeM oGHapy- 
yKcnm MerKH. 

67. CnocoG no n.66, me kjictkh npejiCTaB- 
jihiot coGoh HopMajibHbie, ^o6poKaMecTBeHHbie 
rHnepnjiacTHHecKHe hjih 3JiOKaHecTBeHHbie kjictkh 
npocTa™. 

68. CnocoG no n.66, me kjictkh npeflCTaB- 
ji5iiot coGoh HenpocTaTHHecKne 3JiOKaHecTBeHHbie 

KJieTKH. 

69. Cnoco6 no nn.66-68, me B3aHMO^eHCT- 
BHe oGecneHHBaiOT in vitro. 

70. CnocoG no n.69, me B3aHMo;ieHCTBHe 
oGecneHHBaiOT b o6pa3ue CbmopoTKH hjih mohh. 

71. CnocoG no n.69, me B3aHMOAencTBHe 
oGecneHHBaiOT b GnoncHHHOM oGpa3ue TKaHH. 

72. CnocoG no n.70 hjih 71, me o6pa3eu b3at 
ot nejiOBeKa. 

73. Cnoco6 no n.66, me B3aHMOAeHCTBHe 
oGecneHHBaiOT b »chbom MJieKonHTaiomeM, bkjiio- 
naioiuHH BBejjeHHe aHTHTejia hjih ero aHTHreHCB^- 
3bmaiomero ynacTKa MJieKonHTaiomeMy npn ycjio- 

BHflX, 3(J)(|)eKTHBHbIX RJ\X CB5I3bIBaHHfl aHTHTejia 

hjih ero aHTHreHCBJi3biBaiomero ynacTKa c PSMA- 
3KcnpeccHpyiomHMH KJieTKaMH, npHcyTCTByiomH- 
mh y MJieKonnTaioiuero. 

74. CnocoG no n.67, me B3aHMoneHCTBHe 
oGecneHHBaiOT b hchbom MJieKonHTaiomeM, bkjiio- 
naiomHH BBejaeHHe aHTHTejia hjih ero aHTHreHCBH- 
3bmaiomero ynacTKa MJieKonHTaiomeMy npn ycjio- 

BH5IX, 3(j)(j)eKTHBHbIX JUIX CBH3bIBaHH« aHTHTejia 

hjih ero aHTHreHCBfl3bmaiomero ynacTKa c 3H,zioTe- 
jinajibHbiMH KJieTKaMH cocyjaoB, Haxo^mnxca pn- 

flOM HJIH BHyTpH HOpMaJIbHOH, ^06p0KaHeCTBCHH0H 

rnnepnJiacTHHecKOH hjih 3JioKaHecTBeHHOH TKaHH 
npocTaTbi, npHcyTCTByiomeH y MJieKonHTaiomero. 

75. CnocoG no n.68, me B3aHMOjieHCTBHe 
oGecneHHBaiOT b ^chbom MJieKonHTaiomeM, bkjiio- 
naiomHH BBeaeHHe aHTHTejia hjih ero aHTHreHCB«- 
3biBaiomero ynacTKa MJieKonHTaiomeMy npH ycjio- 

BHHX, 3(|)(J)eKTHBHbIX JIJIJI CBH3bIBaHHH aHTHTejia 

hjih ero aHTHreHCB«3biBaiomero ynacTKa c 3H,aoTe- 
jiHajibHbiMH KJieTKaMH cocy^OB, HaxozwmHxcH pa- 
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ROM HJIH BHyTpH H Q n pOCTflTH H eCKO H 3JIOKaHeCT- 
B6HHOH TKaHH, npHcyTCTByiomeH y MJieKOnHTaiO- 

mero. 

76. Cnoco6 no n.75, r/je HenpocTaTHnecKaa 
3JiOKaMecTBeHHaji TKaub npeacTaBjifler co6oh 3jio- 
KaHecTBeHHyio TKaHb noneK, 3JiOKanecTBeHHyK) 

TKaHb ypOTeJIHfl, 3JIOKaHeCTBeHHyK) TKaHb tojictoh 

khlukh, 3JiOKaHecTBeHHyio TKaHb JierKHx, 3JiOKane- 
CTBeHHyio TKaHb MOJiOHHOH >Kejie3bi, 3JiOKanecT- 
BeHHyio TKaHb MeTacTa3HpyiomeH b neneHb aaeHO- 

KapUHHOMbl, 3JIOKaHeCTBeHHyK) TKaHb JlHM^aTHHe- 

ckhx y3JioB hjih 3JioKaHecTBeHHyio TKaHb MeTacTa- 

30B B KOCTHblH M03r. 

77. CnocoG no nn. 75-76, rjxc aHTHTe.no hjih 
ero aHTnreHCB5i3biBaK)uiHH ynacTOK cBJObreaiOTCH c 
3HJ50TeJIHaJIbHbIMH KJieTKaMH cocyaoB, Haxoiw- 
UJHXCJI pfl/JOM HJIH BHyTpH HenpOCTaTHHCCKOH 3JI0- 

KanecTBeHHOH TKaHH. 

78. Cnoco6 no nn.75-77, rjje o6Hapy»eHHe 
MeTKH onpeaejuieT MecTonojio>KeHHe HenpocTaTH- 
HecKon 3JiOKaHecTBeHHOH TKaHH b Tejie cy6T>eKTa. 

79. Cnoco6 no n.74, r^e oGHapyaceHne mctkh 
onpe^ejifleT MecTonojioaceHne HOpMajibHOH, £06- 
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poKanecTBeHHOH rnnepnjiacTHHecKOH hjih 3JiOKa- 
hcctbchhoh TKaHH npocTaTw b Tejie cy6-beKTa. 

80. Cnoco6 no n.73, rae o6HapyaceHHe mctkh 
onpejjejuieT MecTonojioaceHHe PSMA- 
3KcnpeccHpyK)mHx kjictok b Tejie cy6T>eicra. 

81. CnocoG no nn.73-79, r/je cy6i>eKTOM hb- 
jiaeTCfl nejiOBeK. 

82. Cnoco6 no nn.73-81, rjxe MeTKy o6Hapy- 
>KHBaioT c noMombio ycrpoficTBa jwh BH3yajiH3a- 

UHH H306pa>KeHHJ!. 

83. Cnoco6 no nn.73-82, rjxQ MeTKy o6Hapy- 
>KHBaK)T c noMombio TpaHcpeKTa/ibHoro 30H.ua. 

84. Cnoco6 no nn.42-80, r/ae H30JiHpoBaHHoe 
aHTHTejio hjih ero aHTHreHCBH3biBaioiiiHH ynacTOK 

HaXOflHTCH B COCTaBe KOMn03HUHH, HOnOJIHHTeJIbHO 

BKJiiOHaiomeH (J)H3HOJiorHHecKH npneMJieMbiH ho- 
CHTejib, HanoJiHHTejib hjih cTa6HJiH3aTop. 

85. Cnoco6 no nn.42-80, me H30JinpoBaHHoe 
aHTHTejio hjih ero aHTHreHCBH3biBaiomHH ynacTOK 

HaXOJJflTCfl B COCTaBe KOMn03HU,HH, ^OnOJIHHTeJIbHO 

BKJiKDHaiomeH (JmpMaueBTHnecKH npneMJieMbin 
HOCHTejib, HanoJiHHTejib hjih CTa6njiH3aTOp. 
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